Lamivudine/Zidovudine Tablets, 150 mg/300 mg Co-packaged with
Nevirapine Tablets, 200 mg
PRESCRIBING INFORMATION
Rx Only

WARNINGS

ZIDOVUDINE, ONE OF THE TWO ACTIVE INGREDIENTS IN LAMIVUDINE/ZIDOVUDINE TABLETS,
HAS BEEN ASSOCIATED WITH HEMATOLOGIC TOXICITY INCLUDING NEUTROPENIA AND ANEMIA,
PARTICULARLY IN PATIENTS WITH ADVANCED HUMAN IMMUNODEFICIENCY VIRUS 1 (HIV-1) DISEASE
(SEE WARNINGS). PROLONGED USE OF ZIDOVUDINE HAS BEEN ASSOCIATED WITH SYMPTOMATIC
MYOPATHY (SEE WARNINGS).

LACTIC ACIDOSIS AND HEPATOMEGALY WITH STEATOSIS, INCLUDING FATAL CASES, HAVE
BEEN REPORTED WITH THE USE OF NUCLEOSIDE ANALOGUES ALONE OR IN COMBINATION, INCLUDING
LAMIVUDINE, ZIDOVUDINE, AND OTHER ANTIRETROVIRALS. SUSPEND TREATMENT IF CLINICAL OR
LABORATORY FINDINGS SUGGESTIVE OF LACTIC ACIDOSIS OR PRONOUNCED HEPATOTOXICITY
OCCUR (SEE WARNINGS).

ACUTE EXACERBATIONS OF HEPATITIS B HAVE BEEN REPORTED IN PATIENTS WHO ARE CO-
INFECTED WITH HEPATITIS B VIRUS (HBV) AND HIV-1 AND HAVE DISCONTINUED LAMIVUDINE, WHICH
IS ONE COMPONENT OF LAMIVUDINE/ZIDOVUDINE TABLETS. HEPATIC FUNCTION SHOULD BE
MONITORED CLOSELY WITH BOTH CLINICAL AND LABORATORY FOLLOW-UP FOR AT LEAST SEVERAL
MONTHS IN PATIENTS WHO DISCONTINUE LAMIVUDINE /ZIDOVUDINE TABLETS AND ARE CO-INFECTED
WITH HIV-1 AND HBV. IF APPROPRIATE, INITIATION OF ANTI-HEPATITIS B THERAPY MAY BE
WARRANTED (SEE WARNINGS).

SEVERE, LIFE THREATENING, AND IN SOME CASES FATAL HEPATOTOXICITY, PARTICULARLY IN THE
FIRST 18 WEEKS, HAS BEEN REPORTED IN PATIENTS TREATED WITH NEVIRAPINE. IN SOME CASES,
PATIENTS PRESENTED WITH NON-SPECIFIC PRODROMAL SIGNS OR SYMPTOMS OF HEPATITIS AND
PROGRESSED TO HEPATIC FAILURE. THESE EVENTS ARE OFTEN ASSOCIATED WITH RASH. FEMALE
GENDER AND HIGHER CD4+ CELL COUNTS AT INITIATION OF THERAPY PLACE PATIENTS AT INCREASED
RISK; WOMEN WITH CD4+ CELL COUNTS > 250 CELLS/MM3, INCLUDING PREGNANT WOMEN RECEIVING
NEVIRAPINE IN COMBINATION WITH OTHER ANTIRETROVIRALS FOR THE TREATMENT OF HIV-1
INFECTION, ARE AT THE GREATEST RISK. HOWEVER, HEPATOTOXICITY ASSOCIATED WITH NEVIRAPINE
USE CAN OCCUR IN BOTH GENDERS, ALL CD4+ CELL COUNTS AND AT ANY TIME DURING TREATMENT.
PATIENTS WITH SIGNS OR SYMPTOMS OF HEPATITIS, OR WITH INCREASED TRANSAMINASES
COMBINED WITH RASH OR OTHER SYSTEMIC SYMPTOMS, MUST DISCONTINUE STAVUDINE,
LAMIVUDINE AND NEVIRAPINE TABLETS AND SEEK MEDICAL EVALUATION IMMEDIATELY (SEE
WARNINGS).

SEVERE LIFE-THREATENING SKIN REACTIONS, INCLUDING FATAL CASES, HAVE OCCURRED IN PATIENTS
TREATED WITH NEVIRAPINE. THESE HAVE INCLUDED CASES OF STEVENS-JOHNSON SYNDROME,
TOXIC EPIDERMAL NECROLYSIS, AND HYPERSENSITIVITY REACTIONS CHARACTERIZED BY RASH,
CONSTITUTIONAL FINDINGS AND ORGAN DYSFUNCTION. PATIENTS DEVELOPING SIGNS OR SYMPTOMS
OF SEVERE SKIN REACTIONS OR HYPERSENSITIVITY REACTIONS MUST DISCONTINUE LAMIVUDINE
AND ZIDOVUDINE TABLETS CO-PACKAGED WITH NEVIRAPINE TABLETS AND SEEK MEDICAL EVALUATION
IMMEDIATELY. TRANSAMINASE LEVELS SHOULD BE CHECKED IMMEDIATELY FOR ALL PATIENTS
WHO DEVELOP A RASH IN THE FIRST 18 WEEKS OF TREATMENT. THE 14-DAY LEAD-IN PERIOD WITH
NEVIRAPINE DAILY DOSING HAS BEEN OBSERVED TO DECREASE THE INCIDENCE OF RASH AND MUST
BE FOLLOWED (SEE WARNINGS AND PRECAUTIONS).

PATIENTS MUST BE MONITORED INTENSIVELY DURING THE FIRST 18 WEEKS OF THERAPY WITH
NEVIRAPINE CONTAINING DRUG PRODUCTS TO DETECT POTENTIALLY LIFE-THREATENING
HEPATOTOXICITY OR SKIN REACTIONS. EXTRA VIGILANCE IS WARRANTED DURING THE FIRST 6
WEEKS OF THERAPY, WHICH IS THE PERIOD OF GREATEST RISK OF THESE EVENTS. DO NOT RESTART
NEVIRAPINE CONTAINING DRUG PRODUCTS FOLLOWING SEVERE HEPATIC, SKIN OR HYPERSENSITIVITY
REACTIONS. IN SOME CASES, HEPATIC INJURY HAS PROGRESSED DESPITE
DISCONTINUATION OF TREATMENT (SEE WARNINGS AND PRECAUTIONS).
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, AZT, or ZDV) are synthetic
with activity against HIV.

Lamivudine/Zidovudine Tablets are for oral administration. Each film-coated tablet contains 150 mg of
lamivudine, 300 mg of zidovudine, and the inactive ingredients microcrystalline cellulose, sodium starch
glycolate, colloidal silicon dioxide, magnesium stearate and opadry white (hypromellose, polyethylene glycol,
polysorbate 80 and titanium dioxide).

Lamivudine: The chemical name of lamivudine is (2R,cis)-4-amino-1-(2-hydroxymethyl-1,3- oxathiolan-
5-yl)-(1H)-pyrimidin-2-one. Lamivudine is the (-)enantiomer of a dideoxy analogue of cyud\ne L

has also been referred to as (-)2',3"-dideoxy, 3'-thiacytidine. It has a molecular formula of CgHy1N303S and
a molecular weight of 229.26. Lamivudine is a white to off-white crystalline solid with a solubility of
approximately 70 mg/mL in water at 20°C. It has the following structural formula:

NH,

OH

Zidovudine: The chemical name of zidovudine is 3'-azido-3'-deoxythymidine. It has a molecular formula
of C1gH13N504 and a molecular weight of 267.24. Zidovudine is a white to beige, odorless, crystalline solid
with a solubility of 20.1 mg/mL in water at 25°C. It has the following structural formula:

N3

Nevirapine: Nevirapine tablets are for oral administration. Each nevirapine tablet contains 200 mg of
nevirapine as the active ingredient and the following inactive ingredients: microcrystalline cellulose,
croscarmellose sodium, corn starch, povidone, sodium glycolate, colloidal silicon dioxide and magnesium
stearate.

Nevirapine is a non-nucleoside reverse transcriptase inhibitor with activity against HIV-1. Nevirapine is
structurally a member of the dipyridodiazepinone chemical class of compounds.

The chemical name of nevirapine is 11-cyclopropyl-5,11-dihydro-4-methyl-6H-dipyrido [3,2-b:2", 3'-e][1,4]
diazepin-6-one. Nevirapine is a white to off-white crystalline powder with the molecular weight of 266.30
and the molecular formula C15H14N40. Nevirapine has the following structural formula:
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MICROBIOLOGY

of Action: L ly, is phosphorylated to its active 5'-triphosphate
metabolite, lamivudine triphosphate (3TC-TP). The principal mode of action of 3TC-TP is inhibition of reverse
transcriptase (RT) via DNA chain termination after incorporation of the nucleotide analogue.3TC-TP is a weak
inhibitor of cellular DNA polymerases o, B, and y.

Zidovudine: Intracellularly, zidovudine is phosphorylated to its active 5'- triphosphate metabolite,
zidovudine triphosphate (ZDV-TP). The principal mode of action of ZDV-TP is inhibition of RT via DNA chain
termination after incorporation of the nucleotide analogue. ZDV-TP is a weak inhibitor of the cellular DNA
po\ymerases o and y and has been reported to be incorporated into the DNA of cells in culture.

irapine is a non- ide reverse i inhibitor (NNRTI) of HIV-1. Nevirapine
binds directly to reverse transcriptase (RT) and blocks the RNA — dependent and DNA-dependent DNA
polymerase activities by causing a disruption of the enzyme’s catalytic site. The activity of nevirapine does
not compete with template or nucleoside triphosphates. HIV-2 RT and eukaryotic DNA polymerases (such
as human DNA polymerases o, 3, and v, or 8) are not inhibited by nevirapine.

Antiviral Activity: Lamivudine Plus Zidovudine: In HIV-1-infected MT-4 cells, lamivudine in combination
with zidovudine at various ratios exhibited synergistic antiretroviral activity.

Lamivudine: The antiviral activity of lamivudine against HIV-1 was assessed in a number of cell lines

synergistic activity with the nucleoside reverse transcriptase inhibitors (NRTIs) abacavir, and L di Tablets Co-packaged with Nevirapine Tablets are ‘ot recommended for patients with Co-administered Dose of Dose Regimen n [ % Change of Co-administered Dru 400 copies/mL and not previously failed at 48 weeks. The virologic responder rates at 48 weeks were 45%
lamivudine; the non-nucleoside reverse transcriptase inhibitors (NNRTIs) delavirdine and nevirapine; and impaired renal function or for patients on Tablets require dose Dru Co-admini- of nevirag ine P?mrmagnkinetic Parameters 19[!"/ECI) for patients treated with nevirapine +zidovudine+didanosine, 19% for patients treated with zidovudine+didanosine,
the protease inhibitors (PIs) indinavir, nelfinavir, ritonavir, and saquinavir; and additive activity with interferon adjustment in the presence of reduced renal function (creatinine clearance <50 mL/min) (see PRECAUTIONS 4 stered Dru P ° and 0% for patients treated with nevirapine +zidovudine.
alfa. Ribavirin has been found to inhibit the phosphorylation of zidovudine in cell culture. and DOSAGE AND ADMINISTRATION). Y D4+ cell counts in the nevirapine +ZDV+ddl group inoreased above baseline by a mean of 139 cells/mmd
Nevirapine: The cell culture antiviral activity of nevirapine has been measured in a variety of cell lines Impaired Hepatic Function: L Tablets Ct with pine Tablets: AuC Cmax Cmin at one year, significantly greater than the increase of 87 cells/mm3 in the ZDV+dd| patients. The nevirapine
including peripheral blood mononuclear cells, monocyte derived macrophages, and lymphoblastoid cell Lamivudine/Zidovudine Tablets Co-| packaged with Nevirapine Tablets are not recommended for patients with Nelfinavir® 750 mg TID 200 mg QD x 14 days; |23 =4 < 132 +ZDV group mean decreased by 6 cells/mm3 below baseline.
lines. In recent studies using human cord blood lymphocytes and human embryonic kidney 293 cells, ECsy impaired hepatic function because a reduction in the daily dose of zidovudine, one component of the fixed- 200 mg BID x 14 days (150 - 15)
values (50% inhibitory concentration) ranged from 14 to 302 nM against laboratory and clinical isolates of dose combination of Lamivudine/Zidovudine Tablets, may be necessary in patients with mild to moderate Nelfnavi = 5 T CONTRAINDICATIONS
HIV-1. Nevirapine exhibited antiviral activity in cell culture against group M HIV-1'isolates from clades A, impaired hepatic function or liver cirrhosis. ME ma¥|r- ‘ et s e} Lamivudine/Zidovudine Tablets Co- packaged with Tablets are in patients with
B,C, D, F, G, and H, and circulating recombinant forms (CRF) CRFO1_AE, CRFO2_AG and CRF12_BF (median Pregnancy: See PRECAUTIONS: Pregnancy. 8 metabolite (170-153) | (168-148) | (174-155) previously clinically hyper to any of the components of the product.
ECs value of 63 nM). Nevirapine had no antiviral activity in cell culture against group O HIV-1 isolates or . - N
HIV-2 isolates. Nevirapine in combination with efavirenz exhibited strong antagonistic anti-HIV-1 activity Zidovudine: Zidovudine pharmacokinetics has been studied in a Phase 1 study of 8 women during the last Ritonavir 600 mg BID 200mg QD x 14 days; |18 And And And WARNINGS
in cell culture and was to antagonistic with the protease inhibitor ritonavir or the fusion inhibitor enfuvirtide. trimester of pregnancy. As pregnancy progressed, there was no evidence of drug accumulation. The 200 mg BID x 14 days L. dine/zi Tablets G with Nevirapine Tablets should not be administered
Nevirapine exhibited additive to synergistic anti-HIV-1 activity in combination with the protease inhibitors pharmacokinetics of zidovudine was similar to that of adults. Consistent with passive — concomitantly with formulations containing any of the three drugs
amprenavir, atazanavir, indinavir, lopinavir, nelfinavir, saquinavir and tipranavir, and the NRTIs abacavir, of the drug across the placenta, zidovudine concentrations in neonatal plasma at birth were essentially equal Saquinavir’ 600 mg TID 200 mg QD x 14 days; | 23 138 132 § .
didanosine, emtricitabine, lamivudine, stavudine, tenofovir and zidovudine. The anti-HIV-1 activity of nevirapine to those in maternal plasma at delivery. Although data are limited, memadune maintenance therapy in 5 200 mg BID x 21 days (447 -111) | (144 - 16) The complete prescribing information for all agents being for use with L: vudine
was antagonized by the anti-HBV drug adefovir and by the anti-HCV drug ribavirin in cell culture. pregnant women did not appear to alter In adult - Tablets Co packaged with Nevirapine Tablets should be consulted before combination therapy with
Lamivudine Plus Zi : - As Separate " In patients receiving a potential for interaction has been identified (see CLINICAL PHARMACOLOGY Drug Interactions). Stavudine 30-40 mg BID 200 mg QD x 14 days; |22 =3 =3 § L idovudine Tablets Co- with irapine Tablets is initiated.
[
or ion therapy with ine plus zidovudine, HIV-1 isolates from most Nursing Mothers: See PRECAUTIONS: Nursing Mothers. 200 mg BID x 14 days Lamivudine/Zi i
patients became pl and ically resistant to lami within 12 weeks. In some patients Lamivudine and Zidovudine: Althou g . o
gh no studies of Lamivudine/Zidovudine excretion in breast milk have Zalcitabine 0.125-0.25mg | 200 mg QD x 14 days; | 6 =g =g § Marrow La of L. . has
C,%%bk%rg'fg zwdovudlnv?mrﬁmstam WUS atdbaselme phenolyplc s\ensw}]l(\e/g)gtyowzlﬁuvud]ne s rlestored by 12 been performed, lactation studies performed with lamivudine and zidovudine show that both drugs are TID 200 mg BID x 14 days been associated with hematologic toxicity including neutropenia and anemia, particularly in patients with
delayed the emergence of amino acid substltutlons conferting resistance to zidovudine. excreted in human breast milk. Samples of breast milk obtained from 20 mothers receiving - HIV-1 disease. Lamivudine/Zidovudine should be used with caution in patients who have bone
Y 9 9 monotherapy (300 mg twice daily) or cumbmal\on therapy (150 mg lamivudine twice daily and 300 mg Zidovudine 100-200 mg TID | 200 mg QD x 14 days; |11 128 130 § marrow compromise evidenced by granulocyte count less than 1,000 cells/mm3 or hemoglobin less than
HIV-1 strains resistant to both lamivudine and zidovudine have been isolated from patients after prolonged zidovudine twice daily) had of In another study, after administration 200 mg BID x 14 days (140-14) | (151-114) 9.5 g/dL (see ADVERSE REACTIONS).
lamivudine/zidovudine therapy. Dual resistance required the presence of multiple amino acid substitutions, of a single dose of 200 mg zidovudine o 13 HIV-1-infected women, the mean concentration of zidovudine - ) ) _
the most essential of which may be G333E. The incidence of dual resistance and the duration of combination was similar in human milk and serum. Other Medications AUC Cinax Crnin Frequent blood counts are strongly recc in patients with HIV-1 disease who are
therapy required before dual resistance occurs are unknown. . . n . - treated with Lamivudine/Zidovudine. Periodic blood counts are recommended for other HIV-infected patients.
P”"””” Patients: L Tablets with Nevirapine Tablets: Clarithromycina 500 mg BID 200 mg QD x 14 days; | 15 131 123 157 If anemia or neutropenia develops, dosage interruption may be needed.
Lamivudine: Lamivudine-resistant isolates of HIV-1 have been selected in cell culture and have also Tablets Co-packaged with pine Tablets should not be administered to pediatric 1351 ! ) i
been recovered from patients treated with plus zidovudine. pic analysis of patlents weighing less than 30 kg, because this co-packaged product cannot be adjusted for this patient 200 mg BID x 14 days (138-124) |(431-114) | (170-136) Lactic With Lactic acidosis and hepatomegaly with steatosis, including
isolates selected in cell culture and recovered from lamivudine-treated patients showed that the resistance population. Metabolite 14-OH 142 147 S fatal cases, have been reported with the use of alone or in including
was due to a specific amino acid substitution in the HIV-1 reverse transcriptase at codon 184 changing the Geriatric Patients: The phar of I dine and zi have not been studied in patients ~clarithromycin (16-173) |(121-180) lamivudine, zidovudine, and other antiretrovirals.
methionine to either isoleucine or valine (M184V/1). over 65 years of age. Ethinyl estradiof | 0085 mg (@Ot | 200 mg QD x 14 days: |10 20 5 A majority of these cases have been in women. Obesity and prolonged nucleoside exposure may be risk
Zidovudine: HIV isolates with reduced susceptibility to zidovudine have been selected in cell culture and iranine: i i - i " y g factors. Particular caution should be exercised when in to any patient
were also recovered from patients treated with zidovudine. Genotypic analyses of the isolates selected in )f/l;l;lsf)a_ﬂégsée'\’/gérlrrg:\%ﬂr;(g;ggc&alsn rr(::lbléﬁfzgtiﬂ:ieg\l;se%ﬁaggé ?r?l::eaii'etn%scI::aer;%igv?r?eae?gee(roingg ;(?arsss and Novum®1/35) | 200 mg BID x 14 days (133-13) hd with known risk factors for liver disease; however, cases have aiso been reported in patients with no known
cell culture and recovered from zidovudine- treated patients showed substitutions in the HIV-1 RT gene Norethindrone® | 1 mg (as Ortho- 19 116 § risk factors. Treatment with L Zid should be in‘any patient who develops clinical
resulting in 6 amino acid substitutions (M41L, D67N, K70R, L210W, T215Y or F, and K219Q) that confer Gender: Lamivudine/Zidovudine Tablets: A pharmacokinetic study in healthy male (n =12) and female N @13 130- 1 197-13 or laboratory findings suggestive of lactic acidosis or pronounced hepatotoxicity (which may include
zidovudine resistance. In general, higher levels of resistance were associated with greater number of amino (n = 12) subjects showed no gender differences in zidovudine exposure (AUC<) or AUCe= ovunt 5) (130-17) | (127-13) hepatomegaly and steatosis even in the absence of marked transaminase elevations).
acid subsfitutions. normalized for body weight ) ) ) Fluconazole 200 mg QD 200 mg QD x 14 days; | 19 A4 S o Myopathy: Myopathy and myositis, with pathological changes similar to that produced by HIV-1 disease,
Nevirapine: HIV-1 isolates with reduced susceptibility (100- to 250-fold) to nevirapine emerge in cell Nevirapine: In the multinational 2NN study a population pharmacokinetic substudy of 1077 patients was 200 mg BID x 14 days have been associated with prolonged use of zidovudine, and therefore may occur with therapy with
culture. Genotypic analysis showed mutations in the HIV-1 RT gene encoding Y181C and/or V106A ge(jrformedsthal mc\}:ﬁed 39; fema\er]st. FemaB\edpathenls ?hgwel(iBa'\}la)‘.?/zIowgrfcllearance u{hnewlrapme Ihar; - | Jrrg— 200 mo QD x40 - ™ " " Lamivudine/Zidovudine.
substitutions depending upon the virus strain and cell line employed. Time to emergence of nevirapine Id men. since neither body weignt nor Body Mass Index had an influence on the clearance o etoconazolea mg mg QD x 14 days;
resistance in cell culture was not altered when selection included nevirapine in combination with several nevirapine, the effect of gender cannot solely be explained by body size. 200 mg BID x 14 days (180-160) | (158-127) P"s“"’f"“;’-o"r‘ E;f‘%”'"ﬂge"zl‘:l' ';rgsg‘l':b |patC“"|Ca| t}glslcs |nfnma1 Hrlga: 'rf]‘;eﬁf“;]d paat“tegtﬁatremd ‘xltg
other NNRTIs. Genotypic analysis of isolates from antiretroviral naive virologic failure patients (n=71) receiving Race: L There are no si racial differences in lamivudine pharmacokinetics Hor discout °1 0 ITCI di | IcTh 0 botry EV’: be of gxl c% b 10 °| bep It ALVTe ?ccut e
nevirapine once daily (n=25) or twice daily (n=46) in ination with and ine (study e i ) e - Methadonea Individual 200 mg QD x 14 days; | 9 | Ina controlled pharmacokinetic study with 9 after discontinuation of lamivu f"’:e eseﬁexacelr[)?\lf”;BS"SNZ"”N":D ehpnmarl Y by serum ;}eva lons
2NN) for 48 weeks showed that isolates from 8/25 and 23/46 patlents respectively, contained one or more Zidovudine: The pharmacokmetlcs of zidovudine with respect to race have not been determined. Patient Dosing | 200 mg BID > 7days patients receiving chronic methadone to in addition to re- emergence of hepatitis B vira ( ). Although most events appear to have been
i self-| I\mned fatalmes have been reported in some cases. Similar events have been reported from post-
of the following NNRTI 1 Y181C, K101E, G190A/S, K103N, V106A/M, plasi (pooled data from several clinical trials) from whom steady state nevirapine therapy was
V108I, Y188C/L, A98G, F227L and M230L. added, the clearance of was after changes from lamivudine-containing HIV-1 treatment regimens to non-lamivudine-
HIV-1 mfected patients (27 B\ack 2 Hlspamc 189 Caucasian) revealed no marked difference in nevirapine increased by 3-fold resulting in Symptoms containing regimens in patients infected with both HIV-1 and HBV. The causal relationship to discontinuation
Phenotypic and genotypic changes in HIV-1 solates from treatment-naive patients receiving either nevi steady-state trough (median st Cnin = 4.7 p/mL Black, 3.8 p/mL Hispanic, 4.3 p/mL f withd y‘ d g Sy of is unknown. Patients should be closely monitored with both clinical and laboratory
(n=24) or neviraping and ZDV (n=14) were monitored in Phase I/l trals over 1 10 >12 weeks. After 1 week ~ Caucasian) with long- term nevirapine treatment at 400 mg/day. However, the pharmacokinetics of nevirapine of withdrawal, requiring dose follow-up for at least several months after stopping treatment. There is insufficient evidence to determine
of nevirapine monotherapy, isolates from 3/3 patients had ility to ine in cell have not been evaluated specifically for the effects of ethnicity. in 10 mg segments, in 7 of the 9 patients. hether re-initiation of lamivudine alters th T ostireatment bati f hepatiti
culture. One or more of the RT mutations resulting in amino acid substitutions K103N, V106A, V108| Y181C, N . " Methadone did not have any effect on whether re-initiation of lamivuine alters the course of postireatment exacerbatlons of hepatitis.
Y188C and G190A were detected in HIV-1 isolates from some patients as early as 2 weeks after therapy Drug '““’f’“"“"s: See P_RECAUT‘ONS' Drug Interac.lluns. ) nevirapine clearance. Use With Interferon- and Ribavirin-Based Regimens: /n vitro studies have shown ribavirin can reduce the
initiation. By week eight of nevirapine monotherapy 100% of the patients tested (n=24) had HIV-1 isolates No drug interaction studies have been with L Tablets Co- with ina - phosphorylation of pyrimidine nucleoside analogues such as lamivudine and zidovudine. Although no evidence
with a > 100-fold decrease in ine in cell culture to baseline, and hadone ~ Nevirapine Tablets Rifabutin 1500r 300 mg QD) 200mg AD x 14 days: |19 | 117 128 nd of a phar or pharmacaody (29, loss of HIV-1/HOV irlogi suppression) vias
or more of the nevi iated RT resi utations. Nineteen of these patients (80%) had isolates Lamivuding/Zid .dn Tablets: No drug interaction stuties have b ing LamivudinelZidovudi 200 mg BID x 14 days (12-140) | (19-151) seen when ribavirin was with lami ine in HIV-1/HCV co- infected patients
with Y181C mutations regardless of dose. Genotypic analysis of isolates from antiretroviral naive virologic amivuding/Zidovudine Tablels: No drug interacion studies have been using | vudiné 124 29 129 (see CLINICAL PHARMACOLOGV DFUQ. it ), hepallc (some fatal) has occurred
Tablets “However, Table 2 presents drug interaction information for the P of T HIV-1/HCV fected patient th for HIV-1 and interf
failure patients (n=71) receiving nevirapine once daily (n=25) or twice daily (n=486) in with Tablets. in /! patients erapy for and interferon
lamivudine and stavudine (study 2NN) for 48 weeks showed that isolates from 8/25 and 23/46 patients, 25-0-desacetyl- (116-184) | (12-768) | (114-174) alfa with or without ribavirin. Patients receiving interferon alfa with or without ribavirin and
respectively, contained one or more of the following NNRTI resistance-associated substitutions: Y181C, Lamivudine Plus Zi No clinically si alterations in rifabutin Lamivudine/Zidovudine should be closely toxicitie: lly hepatic
K101E, G190A/S, K103N, V106A/M, V108I, Y188C/L, A98G, F227L and M230L. were observed in 12 asymptomatic HIV-infected adult patients given a smgle dose of zidovudine (200 mg) — decompensation, neutropenia, and anemia. Discontinuation of Lamivudine/Zidovudine should be considered
o in combination with multiple doses of lamivudine (300 mg q 12 hr). Rifampin' 600 mg QD 200 mg QD x 14 days; | 14 m i § as medically appropriate. Dose reduction or discontinuation of interferon alfa, ribavirin, or both should also
Cross has been observed among NRTIs. 200 mg BID x 14 days (14-128) be considered if worsening clinical toxicities are observed, including hepatic decompensation (e.g., Childs
Lamivudine Plus Cross-r between and zidovudine has not been Table 2. Effect of C Drugs on L and Zi Auc* § = Cyyp below detectable level of the assay Pugh greater than 6) (see the complete prescribing information for interferon and ribavirin). Exacerbation
reported. In some patients treated with lamivudine alone or in combination with zidovudine, isolates have Note: ROUTINE DOSE MODIFICATION OF LAMIVUDINE AND ZIDOVUDINE IS NOT WARRANTED WITH 1 Increase, | = Decrease, & = No Effect of anemia has been reported in HIV-1/HCV co-infected patients receiving ribavirin and zidovudine. Co-
emerged with a substitution at codon 184, which confers resi to Cross resi to COADMINISTRATION OF THE FOLLOWING DRUGS. — = ——— of ribavirin and zi is not advised.
abacavir, didanosine, and tenofovir has been observed in some patients harboring 1t HIV- ® For information regarding clinical see Drug
1 isolates. In some patients treated with zidovudine plus didanosine, isolates resmant to mult\ple drugs Drugs That May Alter L Blood bPediatric subjects ranging in age from 6 months to 12 years
including lamivudine, have emerged (see under Zidovudine below). ini Lamivudi n Lamivudi ion of Parallel group design; n for nevirapine + lopinavir/ritonavir, n for lopinavir/itonavir alone ["fonlfnrgzlznTg;n?%ﬁmie{&l:cs Sg.vferfﬁéfﬁ?c‘fﬁiﬁis‘a’ﬁﬁ“ﬁfpﬁ'ﬁts'ln”§.¥.'5?r'§‘?saiifo'ﬁipaﬁ'elbsalth.ﬁﬁfﬁifpﬁ'.L”?i.msr‘eevme??
A o . o ! r [ra .
L See L Plus (above). Drug and Dose Dose —— . . . . - - - be associated with signs of hypersensitivity which can include severe rash or rash accompanied by fever,
Zidovudine: In a study of 167 HIV 1-infected patients, isolates (n = 2) with multi-drug to Auc Variability Drug Because of the design of the drug interaction trials (addition of 28 days of nevirapine therapy to existing general malaise, fatigue, muscle or joint aches, blisters, oral lesions, , facial edema,
were from patients treated for >1 year with Nelfinavi ingle 150 11 | TAUC 10% 95% CI: HIV therapy) the effect of the concomitant drug on plasma nevirapine steady state concentrations was or . or renal d :
zidovudine plus dldanosme The attern of resi iated amino acid substitutions with such elfinavir single mg ° o And estimated by comparison to historical controls. !
P p 750 m 1% to 20% The first 18 weeks of therapy with nevirapine are a critical period during which intensive clinical and
combination therapies was different (A62V, V751, F77L, F116Y, Q151M) from the pattern with zidovudine 94 ° o ; ; " by P p 9
monotherapy, with the Q151M being most with multi-drug resistance. 8hrx7 Administration of rifampin had a clinically effect on pine phar AUC y of patients is required to detect potentially life threatening hepatic events and skin
The substitution at codon 151 in combination with substitutions at 62, 75, 77, and 116 results in a virus to10d and Gy by greater than 50%. ation of resulted in an app 100% increase in reactions. The optimal frequency of monitoring during this time period has not been established. Some
with reduced ility to and Thymidine analogue 0 10 days pine exposure, based on a comparison to historic data [see PRECAUTIONS: UTUU Interactions, Table experts recommend clinical and laboratory monitoring more often than once per month, and in particular,
mutations (TAMS) are selected by zidovudine and confer cross- resistance to abacavir i : Trimethoprim single300mg |14 | TAUC 43% 90% Cl: o 6). The effects of other drugs listed in Table 3 on har were not signi No would include monitoring of liver enzyme tests at baseline, prior to dose escalation and at two weeks post-
and tenofovir. ' 160 mg/ 32% t0 55% significant interaction was observed when tipranavir was co-administered with low dose ritonavir and dose escalation. After the initial 18-week period, frequent clinical and laboratory monitoring should continue
nevirapine. throughout nevirapine treatment. In addition, the 14-day lead-in period with nevirapine 200 mg daily dosing
Nevirapine: Rapid emergence of HIV-1 strains which are cross-resistant to NNRTIs has been observed Sulfamethoxazole has been demonstrated to reduce the frequency or rash (see DOSAGE AND ADMINSTRATION).
in cell culture. Nevirapine-resistant HIV-1 isolates were cross- resistant to the NNRTIs delavirdine and 800 mg daily INDICATIONS AND USAGE Skin Severe and i skin reactions, including faal cases, have been reported, occurring
2275‘;2%'isrloo\e\;\ltg‘ée\/r\}e?gvleEls[)clge{iﬁse‘?uazglswgalatislse \i':we&l?lézclﬁﬁtelble 10he NRTIs ddland 2DV. Simiary, 20V~ X8 days - Lamiuudi Tablets G with ine Tablets are indicated alone or in combination most frequently during the first 6 weeks of therapy. These have included cases of Stevens-Johnson syndrome,
P P : Drugs That May Alter Z Blood with other antiretrovirals for the treatment °' HW 1 infection. toxic epidermal necrolysis, and hypersensitivity reactions characterized by rash, constitutional findings, and
CLINICAL PHARMACOLOGY ini i i n Zidovudine Concentration of Additional |mponam information regarding the use of nevirapine (a of L. d organ [ including hepatic failure. Rhabdomyolysis has been observed in some patients experiencing
Pharmacokinetics in Adults: Drug and Dose Dose i Coadmini Tablets Co with ine Tablets) for the of HIV-1 infection: skin and/0;t Il\(/je(rj reacmms ?_ss?%lated x/lt_h nf\gfg}mnf use. In controlled cthmca\ mals,d(iragef ;nd'ﬁt |rash;s
T were reported during the first 6 weeks in 1.5 % of nevirapine recipients compared to 0.1 % of placebo
Lamivudine /Zidovudines: The rate and extent of absorption of Lamivudine/ Zidovudine from the Auc Variability Drug * Based on serious and life-threatening hepatotoxicity observed in controlled and uncontrolled studies, subjects? . : ° P P oorp
combination tablets were similar to that from Combivir® tablets containing lamivudine 150 mg and zidovudine Atovaquone 200 mg q 8hr 14 | TAUC 31% Range - nevirapine should not be initiated in adult females with CD4+ cell counts greater than 250 cells/mm3 N . . . .
300 mg when administered to healthy volunteers in the fasted and fed state. 750 mg q 23% to 78%1 or in adult males with CD4+ cell counts greater than 400 cells/mm3 unless the benefit i Egllﬁ%?ted o geverse\ggghog?yrarg%t(;?csoomf;:;/ﬁ)rg ;l;\rf]erveearcté%mse;)glh[ﬁgf;lsseensfg{\llétgere;ﬁ}@: gpjczl)lllndt”;%hg?
Nevirapine: The rate and extent of absortion of Nevirapine from the co-packaged tablets were similar 12 hr with the isk (see WARNINGS). blisters, oral lesions, conjunctivitis, facial edema, and/or hepatitis, eosinophilia, granulocytopenia,
to that from Viramune® 200 mg tablets when administered to healthy volunteers in the fasted and fed state. food « A 14-day lead-in period with nevirapine 200 mg once daily dosing has been to reduce . and renal ) must permanently discontinue Lamivudine/Zidovudine Tablets
Lamivudine: The pharmacokinetic properties of lamivudine in fasting patients are summarized in Table the frequency of rash (see WARNINGS and DOSAGE AND ADMINISTRATION). Co- -packaged with Nevwrapme Tablets and seek medical evaluation immediately (see PRECAUTIONS). Do not
1. Following oral administration, lamivudine is rapidly absorbed and extensively distributed. Binding to Fluconazolg 200mgq8hr 12 | TAUC 74% 25% CI:B Not Reported «If rash persists beyond the 14 day lead-in period, do not dose escalate to 200 mg twice daily. The rest;m Langyudéne/z;goyudlne Tadblfts Co-packaged with :\Lewrapme '{ablets fo\lcr)]wmg seve(f‘ s_kim rash, t‘skm
glrilsgn‘lwﬁ ':trwglilpmlz Imtégglrlg:;ngtfalﬂesﬁIgfealg a minor rou?eog? eoslflmlnatlon Ir;sh?rfwoa\;ge?hzson\y known 200 m valy S4% to 98% 200 mg once daily dosing regimen should not be continued beyond 28 days at which point an rash combined with increased transaminases or other symptoms, or hypersensitivity reaction
metabolite is the trans-sulfoxide metabolite (approximately 5% of an ‘oral dose after 12 hours). gﬂgeigaggxg daily 200 mg q 4 hr 9 | TAUC43% 16"/%2%3“” PN altem'az\l/e drulgsregd\men ’should be sought. Tablets G " Tabl gapt?:negs\n%?\serm ‘v.mh : suspectzds_rllewraﬂr]lg e raﬁhu:ldvegefusglon tests shou\d b perfor?:ggn
. ;L - . . A . . o ° ° of Clinical Studies: ablets Co wit pine Tablets:
1 F(ﬁfggu'\,gg’gﬁé\Te:]:mpiﬁg:;gg?ngité%\%?jli];g‘iZsrg:)\zé?yo;ltj)gwb:;ndf:?\gngx?:;:%slyazjeisstl:ir;)]lﬂg(rjlz%?y:sggbt‘g Nelfinavir single 200 mg 11 | LAUC 35% Range — There have been no clinical trials conducted with Lamivudine/Zidovudine Tablets Co-packaged with Nevirapine Lamivudine/Zidovudine Tablets Co-packaged uith Nevirapine Tables.
plasma protein is low. Zidovudine is eliminated primarily by hepatic metabolism. The major metabolite of 750 mg q 28% to 41% Tablets. See CLINICAL PHARMACOLOGY for information about pharmacokinetic comparability. Thgratpy W'ﬁh ntevwra%mﬁ hmusé be mr']“aw(i wﬁZ a 1111hday lead-in p:no?}uf 200 mg/diy (1d5gmg/m2/day in
! Pro ow. ¢ | e : ) i N n nto r r;
zidovudine is 3"azido-3 - deoxy-5 -0-f-D-glucopyranuronosylthymidine (GZDV). GZDV area under the curve ghrx7to Lamivudine Plus Zidovudine: The NUCB3007 (CAESAR) study was conducted using lamivudine 150- ﬁea :Jaat|Iecnqae>l<epe:gn\ges‘csev:rse r::h Zrua\rﬂlly rgsrfagggm;ame?l by cor?smausnonal fmdmgssl»\oganenet experiencing
(AUC)O\S about ’a‘u fold greater than the zidovudine AUC. Urinary recovery of zidovudine and GZDV accounts 10 days mg Tablets (150 mg twice daily) and zidovudine 100-mg Capsules (2 x 100 mg 3 times daily). CAESAR was a mild to moderate rash without constitutional symptoms during the 14-day lead-in period of 200mg/day
for 14% and 74% of the dose following oral administration, respectively. A second metabolite, 3 -amino- Probenecid 2mg/kg q 3 | TAUC 106% Range Not Assessed a multi-center, double-blind, placebo-controlled study comparing continued current therapy [zidovudine (150mg/m/day in pediatric patients) should not have their nevirapine dose increased until the rash has
8-deoxythymidine (AMT) has been identified in plasma. The AMT AUC was one ffth of the zidovudine AUC. 500 mg q 8 hr x 3 days 100% to 170% alone (62% of patients) or zi ine with di ine or zalcitabine (38% of patients)] to the addition of resolved. The total duration of the once daily lead-in dosing period should not exceed 28 days at which point
Table 1. F i F forL and Zi in Adults 6 hr x 2 days lamivudine or lami plus an investigatior reverse i inhibitor, randomized an alternative regimen should be sough (see DOSAGE AND ADMINISTRATION). Patients should be monitored
- . - 1:2:1. A total of 1,816 HIV-infected adults with 25 to 250 (median 122) CD4+ cells/mm3 at baseline were closely if isolated rash of any severity occurs. Delay in stopping nevirapine containing treatment after the
Parameter Lamivudine Zidovudine Rifampin 600 mg 200mg q 8 | LAUC47% 90% Cl: Not Assessed enrolled: median age was 36 years, 87% were male, 84% were nucleoside-experienced, and 16% were onset of rash may result in a more serious reaction.
Oral bioavailability (%) 86+16 n=12 64+10 n=5 ‘:{at”y X 1.4 days 8 hzfoﬁ 14 days e 419/;:/0 ;3 % therapy-naive. The median duration on study was 12 months. Results are summarized in Table 4. Women appear to be at higher isk than men of developing rash with nevirapine.
itonavir mgq o /o Cl: — L ) - R
o ey 1304 ne20 16206 nes 300mg q 84 days 15% to 34% Table 4. Number of Patients (%) With At Least 1 HIV Disease-Progression Event or Death Ina lical i, concomtant prechisoe use (40 mg/da o he It 4 days ofneviapine aaminitation)
T - R - hrx4 —
Plasma protein binding (%) <36 <38 Sa\p:oicdaiy\; Lamivudine Laml\’/\lu’\?'lar}elplusa therapy. Therefore, use of prednisone to prevent nevirapine- associated rash is not r
CSF:plasma ratiot 0.12 0.60 250 mg or 100mg q 6 TAUC 80% Range Not Assessed Current Therapy plus Current Therapy plus Current Therapy Hepatic Events: Severe, life-threatening, and in some cases fatal hepatotoxicity, including fulminant and
[0.04 to 0.47] n =38t [0.04 t0 2.62] n =39 500 mg q 8 hrx 4 days 64% to 130%% Endpoint (n = 460) (n = 896) (n = 460) cholestatic hepatitis, hepatic necrosis and hepatic failure, have been reported in patients treated with
. 8 hr x 4 days HIV progression 90 (19.6%) 86 (9.6%) 41(89%) . In controlled clinical trials, symptomatic hepatic events regardless of severity occurred in 4 %
Systemic clearance (L/hr/kg) 0.33 +0.06 n=20 16+06 n=6 o death : : - (range 0 % to 11 %) of patients who received nevirapine and 1.2 % of patients in control groups.
Renal clearance (L/hr/kg) 0.22 £ 0.06 n=20 0.34 £0.05 n=9 lL—-"!Ir;q(s::lasec;oln:ﬁg:;ggai;(ié;\l—; no significant change; AUC = area under the concentration versus time Death 27 (5.9%) 23 (26%) 14.(3.0%) The risk of symptomatic hepatic events regardless of severity was greatest in the first 6 weeks of therapy.
iminati li I et p o - - . The risk conti to be greater in the nevirapine groups compared to controls through 18 weeks of treatment.
Elimination halflife (hr) Stor 05103 This table is not all inclusive. * An investigational non-nucleoside reverse transcriptase inhibitor not approved in the United States. J i " "

*Data presented as mean + standard deviation except where noted.
T Median [range].

* Children.
§ Adults.
Il Approximate range.

Nevirapine: Absorption and Bioavailability: Nevirapine is readily absorbed (>90%) after oral

t Estimated range of percent difference.

Ribavirin: In vitro data indicate ribavirin reduces phosphow\anon of lamivudine, stavudine, and zidovudine.
However, no phar , plasma ylated active
concentrations) or pharmacodynamlc (e.g., loss of HIV- 1/HCV virologic suppression) interaction was observed
when ribavirin and lamivudine (n = 18), stavudine (n = 10), or zidovudine (n = 6) were coadministered as
parl of a multi-drug regimen to HIV 1/HCV co-infected patients (see WARNINGS).

in healthy volunteers and in adults with HIV-1 infection. Absolute bioavailability in 12 healthy aduhs foIIowmg
single-dose administration was 93 + 9% (mean + SD) for a 50 mg tablet. Peak plasma

b

Nevirapine: Trial Bl 1090, was a pl. ontrolled, double-blind, r: ized trial in 2249 HIV-1-
infected patients with <200 CD4+ cells/mm3 at screening. Initiated in 1995, BI 1090 compared treatment
with nevirapine + lamivudine + background therapy versus lamivudine + background therapy in NNRTI naive
patients. Treatment doses were nevirapine, 200 mg daily for two weeks followed by 200 mg twice daily or
placebo, and lamivudine 150 mg twice daily. Other antiretroviral agents were given at approved doses. Initial

pine induces hepatic cytochrome P450 metabolic i 3Aand 2B6. Co- i
of nevirapine and drugs primarily metabolized by CYP3A4 or CYP2B6 may result in decreased plasma

of 2.+ 0.4 pg/mL (7.5 uM) were attained by 4 hours following a single 200 mg dose. leowmg multiple
doses, nevirapine peak concentrations appear to increase linearly in the dose range of 200 to 400 mg/day.
Steady state trough nevirapine concentrations of 4.5 + 1.9 p/mL (17 + 7 pM), (n = 242) were attained at
400 mg/day.

Distribution: Nevirapine is highly lipophilic and is essentially nonionized at physiologic pH. Following
intravenous administration to healthy adults, the apparent volume of distribution (Vdss) of nevirapine is
1.21 £ 0.09 L/kg, suggesting that nevirapine is widely distributed in humans. Nevirapine readily crosses the
placenta and is also found in breast milk (see PRECAUTIONS: Nursing Mothers). Nevirapine is about 60 %
bound to plasma proteins in the plasma concentration range of 1 to 10 p/mL. Nevirapine concentrations in
human cerebrospinal fluid (n=6) were 45 % (x5 %) of the concentrations in plasma; this ratio is approximately
equal to the fraction not bound to plasma protein.

Metabolism/Elimination: In vivo slud\es in humans and in vitro studies with human liver microsomes have
shown that is via cytochrome P450 (oxidative) metabolism to several
hydroxylated metabolites. /n vitro studies with human liver microsomes suggest that oxidative metabolism
of nevirapine is mediated primarily by cytochrome P450 (CYP) isozymes from the CYP3A and CYP2B6
families, although other isozymes may have a secondary role. In a mass balance/excretion study in eight
healthy male voltjnteers dosed to steady state with nevirapine 200 mg given twice daily followed by a single
50 mg dose of '*C-nevirapine, approximately 91.4 x 10.5% of the radiolabeled dose was recovered, with
urine (81.3 + 11.1%) representing the primary route of excretion compared to feces (10.1 + 1.5%). Greater
than 80% of the radioactivity in urine was made up of glucuronide conjugates of hydroxylated metabolites.
Thus cytochrome P450 metabolism, glucuronide conjugation, and urinary excretion of glucuronidated
metabolites represent the primary route of ‘mation and
small fraction (<5%) of the radioactivity in urine (represenlmg <3% of the total dose) was made up of parent

(including monocytes and fresh human peripheral blood lymphocytes) using standard assays.
ECsp values (50% effective concentrations) were in the range of 0.003 to 15 yM (1 pM = 0.23 mcg/mL).
HIV-1 from therapy-naive subjects with no amino acid substitutions associated with resistance gave median
ECsp values of 0.429 uM (range: 0.200 to 2.007 pM) from Virco (n = 92 baseline samples from COLA40263)
and 2.35 pM (1.37 to 3.68 pM) from Monogram Biosciences (n = 135 baseline samples from ESS30009).
The ECsp values of lamivudine against different HIV-1 clades (A-G) ranged from 0.001 to 0.120 pM, and
against HIV-2 isolates from 0.003 to 0.120 yM in peripheral blood mononuclear cells. Ribavirin (50 pM)
decreased the anti-HIV-1 activity of lamivudine by 3.5 fold in MT-4 cells.

Zidovudine: The antiviral activity of zidovudine against HIV-1 was assessed in a number of cell lines
(including monocytes and fresh human peripheral blood lymphocytes). The ECsg and ECgq values for
zidovudine were 0.01 to 0.49 pM (1 pM = 0.27 mcg/mL) and 0.1 to 9 pM, respectively. HIV-1 from therapy-
naive subjects with no amino acid substitutions associated with resistance gave median ECsq values of 0.011
UM (range: 0.005 to 0.110 pM) from Virco (n = 92 baseline samples from COLA40263) and 0.0017 pM
(0.006 to 0.0340 pM) from Monogram Biosciences (n = 135 baseline samples from ESS30009). The ECsq
values of zidovudine against different HIV-1 clades (A-G) ranged from 0.00018 to 0.02 pM, and against HIV-
2 isolates from 0.00049 to 0.004 pM. In cell culture drug combination studies, zidovudine demonstrates
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Lamivudine/Zidovudine Tablets Co-packaged with Nevirapine Tablets can

therefore, renal excretion plays a minor role in elimination of the parent compound.
Nevirapine is an inducer of hepatic cytochrome P450 (CYP) metabolic enzymes 3A and 2B6. N

of these drugs and attenuate their therapeutic effects.

While primarily an inducer of cytochrome P450 3A and 2B6 enzymes, nevirapine may also inhibit this system.
Among human hepatic cytochrome P450s, nevirapine was capable in vitro of inhibiting the 10-hydroxylation
of (R)-warfarin (CYP3A). The estimated Ki for the inhibition of CYP3A was 270 mcmol, a concentration that
is unlikely to be achieved in patients as the therapeutic range is <25 memol. Therefore, nevirapine may have
minimal inhibitory effect on other substrates of CYP3A.

Nevirapine does not appear to affect the plasma concentrations of drugs that are substrates of other CYP450
enzyme systems, such as 1A2, 2D6, 2A6, 2E1, 2C9 or 2C19.

therapy (in addition to lamivudine) was one NRTI in 1309 patients (58%), two or more NRTIs
in 771 (34%), and Pls and NRTIs in 169 (8%). The patients (median age 36.5 years, 70% Caucasian, 79%
male) had advanced HIV infection, with a median baseline CD4+ cell count of 96 cells/mm3 and a baseline
HIV RNA of 4.58 logg copies/mL (38,291 copies/mL). Prior to entering the trial, 45% had previously
experienced an AIDS-defining clinical event. Eighty-nine percent had antiretroviral treatment prior to entering
the trial. BI 1090 was originally designed as a clinical endpoint study. Prior to unblinding the trial, the primary
endpoint was changed to proportion of patients with HIV RNA <50 copies/mL and not previously failed at
48 weeks. Treatment response and outcomes are shown in Table 5.

Table 5. BI 1090 Outcomes through 48 weeks

However, hepatic events may occur at any time during treatment. In some cases, patients presented with
non-specific, prodromal signs or symptoms of fatigue, malaise, anorexia, nausea, jaundice, liver tenderness
or hepatomegaly, with or without initially abnormal serum transaminase levels. Rash was observed in
approximately half of the patients with symptomatic hepatic adverse events. Fever and flu-like symptoms
accompanied some of these hepatic events. Some events, particularly those with rash and other symptoms,
have progressed to hepatic failure with transaminase elevation, wnh or without hyperbilirubinemia, hepatic

, Pl partial in time, or R yolysis has been observed
in some patients experiencing skin and/or liver reactions associated with nevirapine use. Patients with signs
or symptoms of hepatitis must be advised to discontinue Lamivudine/Zidovudine Tablets Co-packaged with
Nevirapine Tablets and immediately seek medical evaluation, which should include liver enzyme tests.

Transaminases should be checked immediately if a patient experiences signs or symptoms suggestive
of hepatitis and/or reaction. T should also be checked immediately for all
patients who develop a rash in the first 18 weeks of treatment. Physicians and patients should be vigilant
for the appearance of signs or symptoms of hepatitis, such as fatigue, malaise, anorexia, nausea,
jaundice, bilirubinuria, acholic stools, liver or The of

should be considered in this setting, even if transaminases are initially normal or alternative diagnoses
are possible (see PRECAUTIONS and DOSAGE AND ADMINISTRATION).

If clinical hepatitis or transaminase elevations combined with rash or other systemic symptoms occur,
Lamivudine/Zidovudine Tablets Co-packaged with Nevirapine Tablets should be permanently discontinued.
Do not restart Lamivudine/Zidovudine Tablets Co- packaged with Nevirapine Tablets after recovery. In some
cases, hepatic injury progresses despite discontinuation of treatment.

The patients at greatest risk of hepatic events, including potentially fatal events, are women with high CD4+
cell counts. In general, during the first 6 weeks of treatment, women have a three fold higher risk than men
for symptomatic, often rash-associated, hepatic events (5.8 % versus 2.2 %), and patients with higher CD4+
cell counts at initiation of nevirapine therapy are at higher risk for symptomatic hepatic events with nevirapine.
ive review, women with CD4+ cell counts >250 cells/mm3 had a 12 fold higher risk of

induces CYP3A and CYP2B6 by approximately 20 to 25%, as indicated by erythromycin breath test results
and urine metabolites. Autoinduction of CYP3A and CYP2B6 mediated metabolism leads to an approximately
1.5 to 2-fold increase in the apparent oral clearance of nevirapine as treatment continues from a single dose
to two-to- four weeks of dosing with 200 to 400 mg/day. Autoinduction also results in a corresponding
decrease in the terminal phase half-life of nevirapine in plasma, from approximately 45 hours (single dose)
to approximately 25 to 30 hours following multiple dosing with 200 to 400 mg/day.

Effect of Food on ion of L Tablets C with
The effect of food on the rate and extent of absorption of Lamivudine/Zidovudine Tablets, 150mg/300mg
Co-packaged with Nevirapine Tablets, 200mg has been evaluate in a clinical study. Therelore Lamivudine

and /Zidovudine Tablets, 150mg/300mg Co-packaged with Nevirapine Tablets, 200mg can be
with or without food.

Special Populations:
Impaired Renal Function: L

Tablets C
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red and/or white blood cells have occurred with the use of zidovudine.

Contact your doctor immediately if you develop unusual fatigue

pale skin,

and call your doctor

while taking

liver
However, women and patients who have higher CD4 counts when they

begin nevirapine treatment have a greater chance of developing liver

or death. Therefore, if you develop any of the following
stop taking nevirapi

lack of appetite on your right side below your ribs

yellowing of your skin or whites of your eyes
Your doctor should check you and do blood tests often to check your

liver function during the first 18 weeks of therapy. Checks for liver problems
should continue regularly during treatment with nevirapine.

general ill feeling or “flu-like” symptoms
Skin Reactions

dark urine (tea colored)

tiredness
nausea (feeling sick to your stomach)

pain, ache, or sensitivity to touch

greatest risk of these events. If you are a woman with CD4>250 cells/mm3
pale stools (bowel movements)

or a man with CD4>400 cells/mm3 you should not begin taking nevirapine
unless you and your doctor have decided that the benefit of doing so
outweighs the risk. Liver problems are often accompanied by a rash.
Patients starting nevirapine with abnormal liver function tests and patients
with hepatitis B or C have a greater chance of developing further increases
in liver tests after starting nevirapine and throughout therapy.
In rare cases liver problems have led to liver failure and can lead to
Skin rash is the most common side effect of nevirapine. Most rashes
occur in the first 6 weeks of treatment. In a small number of patients,

sore throat, fever, or chills which may be signs of blood problems.
damage. Women with CD4 counts higher than 250 cells/mm3 are at the

Prolonged use of lamivudine/zidovudine tablets has been associated with

symptomatic myopathy.
Patients taking the co-packaged Nevirapine Tablets may develop:

Liver Reactions
Any patient can
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right away:

.
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rash can be serious and result in death. Therefore, if you develop a
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People taking Lamivudine/Zidovudine Tablets with Nevirapine Tablets

symptomatic hepatic adverse events compared to women with CD4+ cell counts <250 cells/mm3 (11 %
versus 0.9 %). An increased risk was observed in men with CD4+ cell counts >400 cells/mm3 (6.3 % versus
1.2 % for men with CD4+ cell counts >400 cells/mm 3). However, all patients, regardless of gender, CD4+
cell count, or antiretroviral treatment history, should be monitored for hepatotoxicity since symptomatic
hepatic adverse events have been reported at all CD4+ cell counts. Co-infection with hepatitis B or C and/or
increased transaminase elevations at the start of therapy with nevirapine is associated with a greater risk
of later symptomatic events (6 weeks or more after starting nevirapine) and asymptomatic increases in AST

In addition, serious hepatotoxicity (including liver failure requiring transplantation in one instance) has been
reported in HIV-uninfected individuals receiving multiple doses of nevirapine in the setting of post-exposure
prophylaxis, an unapproved use.

Increased nevirapine trough concentrations have been observed in some patients with hepatic fibrosis or
cirrhosis. Therefore, patients with either hepatic fibrosis or cirrhosis should be monitored carefully for
evidence of drug induced toxicity. Nevi should not be to patients with moderate or severe
(Child Pugh Class B or C, respectively) hepatic impairment (see CONTRAINDICATIONS, CLINICAL
PHARMACOLOGY: Special Populations).

Because increased nevirapine levels and nevirapine accumulation may be observed in patients with serious
liver disease, nevirapine should not be administered to pauents with severe hepatic impairment. (see CLINICAL
ics in Special F Hepatic i PRECAUTIONS; General).
Resistance: Nevirapine must not be used as a single agent to treat HIV-1 miectlon or added on as a sole
agent to a failing regimen. Resistant virus emerges rapidly when

Table 3 (see below) contains the results of drug interaction studies performed with nevirapine and other Nevirapine Placebo
drugs likely to be co-administered. The effects of nevirapine on the AUC, Cryax, and Cpyin of co-administered Outcome (N=1121) (N=1128)
drugs are summarized. To measure the full potential pharmacokinetic mteracllofn effect following mdlacllon % %
patients on the concomitant drug at steady state were administered 28 days of nevirapine (200 mg QD for N :
14 days followed by 200 mg BID for 14 days) followed by a steady state of the - at 48 weeks: HIV RNA <50 copies/mL 18.0 18
drug. Treatment Failure 82.0 98.4
Table 3 Drug Changes in i for C ini: Drug in the Never suppressed viral load 44.6 66.4
Presence of Al slumes were in HIV-1 positive patients) Virologic failure after response 7.2 4.3 In a retr
Co-administered Dose of Dose Regimen n% Change of Co-administered Drug £De camg_my Y ?Vem or death - - 96 112
Co-admini- of nevirapil F inetic P (90% Cl) Added antiretroviral therapy! while <50 copies/mL 5.0 0.9
stered Drug Discontinued trial therapy due to AE 7.0 5.9
in humans. Only a Auc Crnax Crnin Discontinued trial <48 weeks2 8.5 9.8
Didanosine 100-150 mg BID | 200 mg QD x 14 days; [18 | &> s § ;"‘C:“g‘“g ”(‘:;‘99 "’I“Ee""a”e'(":w’“ - ‘ I
200 mg BID x 14 days includes withdrawal of consent, lost to follow-up, non-compliance with protocol, other administrative reasons or ALT
Efavirenz® 600 mg QD 200 mg QD x 14 days; |17 128 12 132 The change from baseline in CD4+ cell count through one year of therapy was significantly greater for the
400 mg QD x 14 days (134-114) | (423-11) | (135-119) nevuapme group compared to the placebo group for the overall study population (64 cells/mm3 vs 22
), as well as for patients who entered the trial as treatment naive or having received
Indinavir® 800 mg q8H 200 mg QD x 14 days; (19 131 115 144 only ZDV (85 cells/mm3 vs 25 cells/mm3, respectively).
200 mg BID x 14 days (139-122) | (l24-14) | (153-133) At two years into the study, 16% of subjects on nevirapine had experienced class C CDC events as compared
0 !
Tavtets: Lopinair " 075 myn® | 7 makgor 4 mghg |12 e o ;% :?21' :I :toz:b:T;tgA:n) - Cor:itmlbe\”mb‘I d, placeb trolled, rand. d, th trial with 151 HIV-1
inavi . c R . R rial was a double-blind, placebo-controlled, randomized, three arm trial wi
(!uplnaylr/ QD x2 weeks; 195°] (144-19) | (136-116) | (L75-L19) infected pat\ems with CD4+ cell coums of 200 600 cells/mm3 at baseline. BI 1046 compared treatment with
ritonavir) BID x 1 week and ine. Treatment
P . doses were newrapme at 2[]0 mg daily for two weeks 1ollowed by 20[] mg twice dally or placebo, zidovudine
Lopinavira 400{100_ mg BID | 200 mq QD x 14 days; 22,} L 9 151 at 200 mg three times daily, and didanosine at 125 or 200 mg twice daily (depending on body weight). The PHARMACOLOGY, F
(lopinavir/ 200mgBID > 1 year |19°) (147-12) | (138-15) | (172-126) patients had mean baseline HIV RNA of 4.41 log10 copies/mL (25,704 copies/mL) and mean baseline CD4+
Tablets: ritonavir) cell count of 376 cells/mm3. The primary endpoint was the proportion of patients with HIV-RNA <

ackaged with
Tablets

with L

ingredients. Your doctor or pharmacist can tell you about

the inactive ingredients.

get infections common in people with HIV (opportunistic

infections). Therefore, it is very important that you stay under the care

of your doctor.
Do not take if you are allergic to lamivudine, zidovudine or nevirapine

serious liver or skin reactions that happened when you took these

medications without the advice of your doctor.
are pregnant, planning to become pregnant, or are breast feeding

Do not take these medications if you take certain medicines. (See
have bone marrow suppression

these medications such as serious blood problems, lactic acidosis,
“Can | take other

Do not restart the medication after you recover from side effects of
Do not take these medications if you are not infected with HIV.

have problems with your liver or have had hepatitis
have kidney disease or are undergoing dialysis

with Nevirapine Tablets?” for a list of medicines.)
have skin conditions, such as a rash

Lamivudine and zidovudine may also be used for purposes other than
weigh less than 66 pounds (30 kg)

those listed in this medication guide.
If you do not understand these directions, ask your pharmacist, nurse,

Before starting Lamivudine/Zidovudine Tablets with Nevirapine Tablets,
or doctor to explain them to you.
Adults and Children/Adolescents weighing more than or equal to 30 kg

tell your doctor about all of your medical conditions, including if you:

Nevirapine Tablets?

Take the medications in this co-package exactly as directed by your doctor.

Who should not take Lamivudine/Zidovudine Tablets Co-

Tablets?

.
.



The choice of new antiretroviral agents to be used in combination with nevirapine should take into consideration
the potential for cross resistance. When discontinuing an antiretroviral regimen containing nevirapine, the
long half-life of nevirapine should be taken into account; if antiretrovirals with shorter half-lives than nevirapine
are stopped concurrently, low plasma concentrations of nevirapine alone may persist for a week or longer
and virus resistance may subsequently develop (see CLINICAL PHARMACOLOGY).

Table 6 Based

rug
on Drug Inlerachun Studies (see CLINICAL PHARMACDLDGY Tahle 3 for Magnitude of

;Fablels should be used during pregnancy only if the potential benefits outweigh the potential risk to the
etus.

eraction)
Drug Name

Effect on Concentration Clinical Comment
Of Nevirapine or

Concomitant Drug

St. John’s Wort: Concomitant use of St John’s wort (Hypericum pen‘nratum) or St John’s wort containing
products and pine is not r C of St. John’s wort with non-

reverse transcriptase inhibitors (NNRTIs), including is ex ected to ially decrease NNRTI
concentrations and may result in sub-optimal levels of nevirapine and lead to loss of virulogrc response and
possible resistance to nevirapine or to the class of NNRTIs.

Important Differences Among Lamivudine-, , irapine-, and/or
Products:
Lamivudi i ine Tablets Ci with Tablets contain a higher dose of the same

active ingredient (lamivudine) than in EPIVIR-HBV tablets and oral solution. EPIVIR-HBV was developed for
patients with chronic hepatitis B. The formulation and dosage of lamivudine in EPIVIR-HBV are not appropriate
for patients co- infected with HIV 1 and HBV. Lami i a e s Co- wdh

Tablets should not be i with other I idovud

containing products including EPIVIR EPIVIR-HBV, COMBIVIR, TRIZIVIR, EPZ\COM RETROVIR VIRAMUNE
or emtricitabine- containing products including ATRIPLA EMTRIVA or TRUVADA.

PRECAUTIONS
Lamivudine/Zidovudine:

Patients With HIV-1 and Hepatitis B Virus Co-infection: Safety and efficacy of lamivudine have not been
established for treatment of chronic hepatitis B in patients dually infected with HIV-1 and HBV. In non-HIV-
infected patients treated with lamivudine for chronic hepatitis B, emergence of lamivudine-resistant HBV has
been detected and has been associated with diminished treatment response (see EPIVIR-HBV package insert
for additional information).

Emergence of hepatitis B virus variants with resi to has also been reported in
HIV-infected patients who have received lamivudine-containing antiretroviral regimens in the presence of
concurrent infection with hepatitis B virus. Posttreatment exacerbations of hepatitis have also been reported
(see WARNINGS).

Lamivudine/Zi ine with
Patients With Impaired Renal Function: Panents wnh creatinine clearance <50 mL/mm or patients on
hemodialysis should not receive L: di Tablets Co- pack pine Tablets.

Clarithromycin exposure was significantly
decreased by nevirapine; however, 14-0OH
metabolite concentrations were increased.

Because clarithromycin active metabolite has
reduced activity against Mycobacterium avium-
intracellular complex, overall activity against
this pathogen may be altered. Alternatives to
clarithromycin, such as azithromycin, should
be considered

Appropriate doses for this combination are
not i

Clarithromycin L Clarithromycin

T 14-0H clarithromycin

Efavirenz 1 Efavirenz

Ethinyl estradiol and
Norethindrone

1 Ethinyl estradiol Oral contraceptives and other hormonal
methods of birth control should not be used
as the sole method of contraception in women
taking nevirapine, since nevirapine may lower
the plasma levels of these medications. An
alternative or additional method of contra-
ception is recc

1 Norethindrone

Lamivudine/Zi ine: There are no adequate and well-controlled studies of Lamivudine/Zidovudine
in pregnant women. Clinical trial data that maternal during pregnancy
reduces vertical transmission of HIV-1 infection to the fetus. Animal reproduction studies performed with
lamivudine and Z|dovudme showed increased embryotoxicity and fetal malformations (zidovudine), and
increased embr ). L i
the potential benefits |ust|fy the potentla\ risk to the fetus.

Lamivudine: Reproduction sludles have been performed in rats and rabbits at orally adrmnlstered doses

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in
the clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may
not reflect the rates observed in practice.

Treatment related, adverse experiences of moderate or severe intensity observed in >2% of patients receiving
nevirapine in placebo-controlled trials are shown in Table 10.

up to g/kg/day ani , producing plasma levels up to appr ly

times that for the adult HIV dose. No evidence of t teratogenlcny due to lamivudine was observed. Evidence
of early embryolethality was seen in the rabbit at exposure levels similar to those observed in humans, but
there was no indication of this effect in the rat at exposure levels up to 35 times those in humans. Studies
in pregnant rats and rabbits showed that lamivudine is transferred to the fetus through the placenta.

Zidovudine: Oral teratology studies in the rat and in the rabbit at doses up to 500 mg/kg/day revealed
no evidence of teratogenicity with zidovudine. Zidovudine treatment resulted in embryo/fetal toxicity as
evidenced by an increase in the incidence of fetal resorptions in rats given 150 or 450 mg/kg/day and rabbits
given 500 mg/kg/day. The doses used in the teratology studies resulted in peak zidovudine plasma
concentrations (after one half of the daily dose) in rats 66 to 226 times, and in rabbits 12 to 87 times, mean
steady- state peak human plasma concentrations (after one sixth of the daily dose) achieved with the
recommended daily dose (100 mg every 4 hours). In an in vitro experiment with fertilized mouse oocytes,
zidovudine exposure resulted in a dose-dependent reduction in blastocyst formation. In an additional teratology
study in rats, a dose of 3,000 mg/kg/day (very near the oral median lethal dose in rats of 3,683 mg/kg)
caused marked maternal toxicity and an increase in the incidence of fetal malformations. This dose resulted

Fluconazole T Nevirapine Because of the risk of increased exposure to
nevirapine, caution should be used in
concomitant administration, and patients
should be monitored closely for nevirapine-

associated adverse events.

Appropriate doses for this combination are
not established, but an increase in the dosage
of indinavir may be required.

Nevirapine and ketoconazole shuuld not be
bec:

Indinavir 1 Indinavir

Ketoconazole 1 Ketoconazole

in ketoconazole plasma concemratlons may
reduce the efficacy of the drug.

Patients With Impaired Hepatic Function: Lamivudine/Zidovudine Tablets Co- with N

in peak zi plasma 350 times peak human plasma n

hepatitis. If clinical hepatitis occurs Lamivudine/Zidovudine Tablets Co-Packaged with Nevirapine Tablets
should be discontinued. Do not restart Lamivudine/Zidovudine Tablets Co- Packaged with Nevirapine Tablets
after recovery (see WARNINGS).

Patients who interrupt Lamivudine/Zidovudine Tablets Co-Packaged with Nevirapine Tablets dosing for more
than 7 days should restart with the recommended 14 day lead-in dosing of Lamivudine/Zidovudine Tablets
with Nevirapine Tablets once daily followed by a daily dose of lamivudine and zidovudine 12 hours later.

under the curve [AUC] in rats at this dose level was 300 times the daily AUC in humans given 600 mg/day).
No evidence of teratogenicity was seen in this experiment at doses of 600 mg/kg/day
studies were (see CARCINOGENESIS, MUTAGENESIS, IMPAIRMENT OF FERTILITY).

No observable was detected in reproductive studies performed in pregnant
rats and rabbits. The maternal and developmental no- observab\e effect level dosages in rats and rabbits
produced systemic exp appr or app! 50% higher in rats and rabbits,
respectively, than those seen at the reeommended dal\y human dose (based on AUC). In rats, decreased
fetal body weights were observed due to administration of a maternally toxic dose (exposures approximately
50% higher than that seen at the recommended human clinical dose).

Severe hepatic events, including fatalities, have been reported in pregnant women receiving chronic nevirapine
therapy as part of combination treatment of HIV-1 infection. Regardless of pregnancy status women with
CD4 counts >250 cells/mm3 should not initiate nevirapine unless the benefit outweighs the risk to the fetus.

1 Background therapy included Iamlvudlne for all patients and combinations of NRTIs and Pls. Patients
had CD4+ cell counts <200 cells/m

2 Background therapy included zi and zi plus irapi p

administered in some patients. Patients had CD4+ ell count >200 cells/mm3

was

Hepatic Reaction: In controlled clinical trials, symptomatic hepatic events regardless of severity occurred
in4 % (range 0 % to 11 %) of patients who received nevirapine and 1.2 % of patients in control groups.
Female gender and higher CD4+ cell counts (>250 cells/mm3 in women and >400 cells/mm3 in men) place
patients at increased risk of these events (see WARNINGS).

i (AST or ALT > x 5X ULN) were observed in 5.8% (range 0% to 9.2%)
of patients who received nevirapine and 5.5 % of patients in control groups. Co-infection with hepatitis B

Tablets are not recommended for patients with impaired hepatic function. Lopinavir/Ritonavir 1 Lopinavir tgplljnsalv&r/tF‘KNl‘tgga&/{lirlIéyloltgl/?élmmblgntaall)éenlsvfﬁﬂ It is.unclear if pregnancy augme.nls the risk observed in .non-pregnam women (see WARNINGS). gﬁe%fe",d,/gﬂigfﬁgf:fgﬂﬁgfgﬂ;?ﬂsgfe'ﬁ‘{:ﬁ(%"@:;QQ%?‘?{E?J g}ferf';{av,ﬁii’nhg"ﬁ;’\i,ﬁa,g,iﬂﬁ;'eaﬁssa"scyiﬂﬁgfuﬂgrE’
Immune Reconstitution Syn Immune n syndrome has been reported in patients treated T i 10 dose adjustment in .ﬁ'&‘!‘dr“e”a’s"r?é'éﬁ'?nl.'l".3‘2’.‘&2’?&2!?fr’iiﬁ.ﬁ‘g'“JL‘;'JL‘?JI?X:E&?SJ%’R"E}"A?r'?"f?ﬂr'e'in'ol'EL%?SSJE?'L‘?? increases in AST or ALT.
with combination a_mlrelro_wral therapy, including |2 an During the initial antiretroviral-naive patients. the potential for HIV transmission and the potential for serious adverse reactions in nursing infants, mothers Li b lities (AST, ALT, GGT) bserved f y in pati i i
phase of combination antiretroviral treatment, patients whose immune system responds may develop an A dose increase of Lopinavir/Ritonavir tablets should be not to if they are i ine Tablets Co- Aver'EnZymeall ﬂurm_ia_ mes( »ALT, ) were observed more frequently in patients receiving nevirapine
inflammatory response to indolent or residual opportunistic infections (such as Mycobacterium avium to 600/150 mg (3 tablets) twice daily may be with Nevirapine Tablets. than in controls (see Table 15).
infection, jiroveci [PCP], or is), which may considered when used in combination with . ) . ) : Laboratory Abnormalities: Liver enzyme test abnormalities (AST, ALT) were observed more frequently in
further evaluation and treatment nevirapine in treatment experienced patients Lamivudine/Zidovudine: Lactation studies performed with lamivudine and zidovudine show that both patients receiving nevirapine than in controls (Table 15 T occur freq
. - . . where decreased susceptibility to lopinavir is drugs are excreted in human breast milk. Samples of breast milk obtained from 20 mothers receiving but are not a contrail ion to continue nevirapine therapy in the absence of elevatrons in other liver
Fat Redistribution n of body fat i central obesity, dorsocervical fat clinically suspected (by treatment history or lamivudine monotherapy (300 mg twice daily) or combination therapy (150 mg lamivudine twice daily and enzyme tests. Other laboratory abnormalities (bilirubin, anemia, neutropenia, thrombocytopenia) were
enlargement (buffalo hump), peripheral wasting, facial wasting, breast enlargement, and “cushingoid laboratory evidence). 300 mg zidovudine twice daily) had - In another study, after observed with similar frequencies in clinical trials comparing nevirapine and control regimens (see Table
appearance” have been observed in patients receiving antiretroviral therapy. The mechanism and long-term Viethadone T & Tevels may be of a single dose of 200 mg zidovudine to 13 HIV-1-infected women, the mean concentration 11).
consequences of these events are currently unknown. A causal relationship has not been established. dosages may be required to prevent symptoms of zidovudine was similar in human milk and serum.
Nevirapine: g;t?gnu:sebegmnmg hevrapine hatay Souid 0 i r' is excreted in breast milk. Table 11 Percentage of Adult Patients with Laboratory Abnormalities
General: The most serious adverse reactions i with are patic failure, Stevens- be monitored for evidence of withdrawal and Pediatric Use: L. ine Tablets C kaged with should not be Tnal 10901 Tr|a|s1l]37 1038, 10462
Johnson syndrome, toxic epidermal necrolysis, and hYDefSEHSITIVIW reactions. Hepatitis/epatic failure may methadone dose should be adjusted pediatric patients welghrng less than 30 kg, because this co-packaged product cannot be ad]usted for thls
be isolated or with signs of which may include severe rash or rash accompanied accordingly. patient population. Placebo Placebo
by fever, general malaise, fatrgue muscle or joint ag:reesn;hsters oral \e(sslggsw;t;‘n’wﬂ%nsv)ltls facial edema, Nelfinavir 1 Nelfinavir M8 Metabolite | The appropriate dose for nelfinavir in Geriatric Use: Clinical studies of L: dine/Zi ine Tablets Co: with pine Tablets did L L n=1121 n=1128 "=253 n=203
K e ) ) . 1 Nelfinavi on with nevirapine, with respect to not include sufficient numbers of subjects aged 65 and over to determine whether they respond differently Blood Chemistry

Nevirapine is extensi bolized by the liver and p are ext I by Neifinavir Cmin safety and efficacy, has not been from younger subjects. In general, dose selection for an elderly patient should be cautious, reflecting the SGPT (ALT) 250 UL 53% 4.4% 12.0% 2.0%
the kidney. p may in patients receiving dialysis; however, the clinical Rifabutin 1 Rifabutin Rifabutin and its metabolite concentrations greater frequency of decreased hepatic, renal, or cardiac function, and of concomitant disease or other drug °R il Sl el
significance of this accumulation is not known (see CLINICAL PHARMACOLOGY, Pharmacokinetics in were moderately increased. Due to high therapy. L Tablets C with Newraplne Tablets are not SGOT (AST) >250 U/L 37 25 7.6 15
Special Populations: Renal Impairment; DOSAGE AND ADMINISTRATION, Dnsage Adjustment). intersubject variability, however, some patients patients with impaired renal function (i.e., creatinine clearance <50 mL/min; see PRECAUTIONS: Patients Bilirubin >2.5 mg/dL 17 22 17 15
The duration of clinical benefit from antiretroviral therapy may be limited. Patients receiving nevirapine or gf;a)éselfrg‘;réedﬂnag Iahregaet Il'rl]icrheearsr?ssklfgrr:iffz%ittm with Impaired Renal Function and DOSAGE AND ADMINISTRATION) or for patients on hemodialysis.
any other antiretroviral therapy may continue to develop opportunistic infections and other complications toficit Thereforye cautiogn should be used in ADVERSE REACTIONS
of HIV-1 infection, and therefore should remain under close clinical observation by physicians experienced V.. i Y Adverse events observed with lamivudine, zrdovudme and nevirapine may be expected with the use of Hemoglobin <8 g/dL 3.2 4.1 0 0
in the treatment of patients with associated HIV-1 diseases.

P Rifampin T pine Nevrraprne and rifampin shuuld ot be Lamivudine/Z dine Tal Tablets. The adverse events reported with Platelets <50,000/mm3 13 1.0 0.4 15
When administering nevirapine as part of an antiretroviral regiment, the complete product information for bec 3 , and nevirapine are presemed below. Neutrophils <750/mm3 133 135 36 1
each D hould be before initiation of treatment. in nevirapine plasma concemratrons ma i - - -
Information for Patients: reduce mpe emgacy of the drug. physm,ang Lamrvudrne/Zldﬂvudme (M"”s) 1 Background therapy included lamivudine for all patients and combinations of NRTIs and Pls. Patients

. needing to treat patients co-infected with ' l Plus Z As Separate Formulations: In 4 randomized, controlled trials had CD4+ cell counts <200 cells/mm3

The Medication Guide provides written information for the patient, and should be dispensed with each and using a 300 mg per day plus zidovudine 600 mg per day, the following selected adverse reactions and 2 Background therapy included zidovudine and zidovudine plus didanosine; nevirapine monotherapy was
new prescription and refill. regimen may use rifabutin instead. \aboramry abnormalities were observed (see Tables 8 and 9). administered in some patients. Patients had CD4+ cell count >200 cells/mm3
Lamivudine/Zidovudine Tablets Co with Tablets: L. Tablets Co- Saquinavir 1 Saquinavir Appropriate doses for this combination are Table 8. Selected Clinical Adverse Events (5% Frequency) in 4 Controlled Clinical Trials With lamivudine Observed During Clinical Practice

packaged with Nevirapine Tablets are for oral ingestion only.

Patients should be informed that L: Tablets Co-packaged with Nevirapine Tablets are
not a cure for HIV-1 infection and that they may continue to experience illnesses associated with HIV-1
infection, including opportunistic infections. Patients should be advised that the use of Lamivudine/Zidovudine

not established, but an increase in the dosage
of saquinavir may be required.

Tablets Co- packaged with Nevirapine Tablets has not been shown to reduce the risk of of HIV-
1 to others through sexual contact or blood contamination. Patients should be informed that redrsmbutron
or accumulation of body fat may occur in patients receiving antiretroviral therapy and that the cause and
long-term health effects of these conditions are not known at this time.

Patients should be informed to take Lamivudine/Zidovudine Tablets Co-packaged with Nevirapine Tablets
every day as prescribed. Patients should not alter the dose without consulting their doctor. If a dose is
missed, patients should take the next dose as soon as possible. However, if a dose is skipped, the patient
should not double the next dose. Patients should be advised to report to their doctor the use of any other
medications.

Lamivudine: Patients co-infected with HIV and HBV should be informed that deterioration of liver disease
has occurred in some cases when treatment with lamivudine was discontinued. Patients should be advised
that the \ung term effects of lamivudine are unknown at this time. Patients should be advised to discuss any
changes in regimen with their physician.

Patients should be advised that Lamivudine/Zidovudine Tablets Co-packaged with Nevirapine Tablets contain
a higher dose of the same active ingredient (lamivudine) as EPIVIR-HBV tablets. If a decision is made to
include Iamlvudlne in the HIV-1 treatment regimen of a patient dually infected with HIV-1 and HBV, the
dosage of lamivudine in L: Tablets Co-packaged with Nevirapine Tablets (not EPIVIR-
HBV) should be used.

Zidovudine: Patients should be informed that the important toxicities associated with zidovudine are
neutropenia and/or anemia. They should be told of the extreme importance of having their blood counts
followed closely while on therapy, especially for patients with advanced HIV-1 disease.

Nevirapine: Patients should be informed of the possibility of severe liver disease or skin reactions
associated with nevirapine that may result in death. Patients developing signs or symptoms of liver disease
or severe skin reactions should be instructed to discontinue nevirapine and seek medical attention immediately,
including performance of laboratory monitoring. Symptoms of Irver disease include fatigue, malaise, anorexia,
nausea, jaundice, acholic stools, liver of severe skin or h

300 mg/day and zidovudine 600 mg/day

In addition to the adverse reactions reported during clinical trials, the following adverse reactions have been

reactions include rash accompanied by fever, general malaise, fatigue, muscle or joint aches, blisters, oral
lesions, conjunctivitis, facial edema and/or hepatitis.

Intensive clinical and laboratory monitoring, including liver enzyme tests, is essential during the first 18
weeks of therapy with nevirapine to detect potentially life-threatening hepatotoxicity and skin reactions.
However, liver disease can occur after this period, therefore monitoring should continue at frequent intervals
throughout nevirapine treatment. Extra vigilance is warranted during the first 6 weeks of therapy, which is
the period of greatest risk of hepatic events and skin reactions. Patients with signs and symptoms of hepatitis
should discontinue nevirapine and seek medical . If nevirapine is due

to hepatotoxicity, do not restart it. Patients, particularly women, with increased CD4+ cell count at initiation
of nevirapine therapy (>250 cells/mm3 in women and >400 cell 3 in men) are at higher
risk for development of symptomatic hepatic events, often associated with rash. Patients should be advised
that co-infection with hepatitis B or C and/or increased transaminase elevations at the start of therapy with
nevirapine are associated with a greater risk of later symptomatic events (6 weeks or more after starting
nevirapine) and asymptomatic increases in AST or ALT (see WARNINGS, Hepatic Events).

The majority of rashes associated with nevirapine occur within the first 6 weeks of initiation of therapy.
Patients should be instructed that if any rash occurs during the two- week lead-in period, the nevirapine
dose should not be escalated until the rash resolves. Any patient experiencing a rash should have their liver
function evaluated immediately. Patients with severe rash or hypersensitivity reactions should discontinue
nevirapine immediately and consult a physician. Nevirapine should not be restarted following severe skin
rash or hypersensitivity reaction. Women tend to be at higher risk for p of D

rash.

Oral contraceptives and other hormonal methods of birth control should not be used as the sole method
of contraception in women taking nevirapine, since nevirapine may lower the plasma levels of these

when oral are used for hormonal regulation during nevirapine
therapy, the therapeutic effect of the hormonal therapy should be monitored (see DRUG INTERACTIONS).

Based on the known metabolism of methadone, nevirapine may decrease plasma concentrations of methadone
by increasing its hepatic metabolism. Narcotlc withdrawal syndrome has been reported in patients treated
with and ined patients begi irapine therapy
should be monnored for evidence of withdrawal and methadone dose should be adjusted accordingly.
Nevirapine may interact with some drugs, therefore, patients should be advised to report to their doctor the
use of other prescription, non-prescription medication or herbal products, particularly St. John’s wort.

Drug Interactions:
Lamivudine: No change in dose of Trimethoprim/Sulfamethoxazole (TMP/SMX) or

. Lamivudine plus reponed during postmarketi_ng use of nevirapine. Becaus_e these _reactions_ are reported vu\umarrly froma
Based on reports of narcotic withdrawal syndrome in patients treated with nevirapine and methadone Adverse Event Zidovudine population of uncertain size, it is not always possible to reliably estimate their frequency or establish a causal
concurrently, and evidence of plasma conc: of (n=251) relationship to drug exposure.
_ _ . _ _ — Body as a Whole Body as a Whole: fever, somnolence, drug withdrawal (see PRECAUTIONS: Drug Interactions),
Table 7 Potential Drug Interactions: Use With Caution, Dose Adjustment of Co-administered Headache 35% redistribution/accumulation of body fat (see PRECAUTIONS, Fat redistribution)
Drug May Be Needed due to Possible in Clinical Effect Malaise & fatigue 27% Gastrointestinal: vomiting
Examples of Drugs in Which Plasma May Be By C: With Fever or chills 10%
Nevirapine n Liver and Biliary: jaundice, fulminant and cho\estatrc hepatitis, hepatic necrosis, hepatic failure
Drug Class Examples of Drugs Nausea 33% anemia, eosinophili
- - Diarrhea 18% . i . . . .
Antiarrhythmics Amiodarone, disopyramide, “dOCﬁlﬂe Nausea & vomiting 13% arthralgia, rhabdomyolysis with skin and/or liver reactions
Anticonvulsants Carbamazepine, ﬁgggma];ng%r decreased appetite 19(1;& Neurologic: paraesthesia
7 o
n — Abdominal cramps 6% Skin and Appendages: allergic reactions including anaphylaxis, angioedema, bullous eruptions, ulcerative
Calcium channel blockers Diltiazem, Dyspepsia 5% stomatitis and urticaria have all been reported. In addition, hypersensitivity syndrome and hypersensitivity
Cancer D C Nervous System reactions with rash associated with constitutional findings such as fever, blistering, oral lesions, conjunctivitis,
Eraot alkaloid Ergotami Neurg ath 12% facial edema, muscle or joint aches, general malaise, fatigue or mgmflcant hepatic abnormalities (see
rgot alkaloids rgotamine Insom?ria g other sleep disorders 1% WARNINGS) plus one or more of the following: hepatitis, eosi penia, y
essant: Cyclosporin, tacrolimus, sirolimus Dizziness P 10“/: and/or renal dysfunction have been reported with the use of nevirapine.
Motility agents Cisapride Depressive disorders 9% In post-marketing surveillance anemia has been more commonly observed in children although development
Opiate agonists Fentany! : v of anemia due to concomitant medication use cannot be ruled out.
Examples of Drugs in Which Plasma C May Be By Ct With Nasal signs & symptoms 20% OVERDOSAGE
Nevirapine Cough 18% I . ; ! - :
AnTromhon Warh v L There is no known antidote for Lamivudine/Zidovudine.
ntithrombotics arfarin n
P | eff | Monitori ¢ Skin rashes 9% Lamivudine: One case of an adult ingesting 6 grams of lamivudine was reported; there were no clinical signs
otential e eclt 'J'I' anticoagulation. Monitoring o or symptoms noted and hematologic tests remained normal. Because a negligible amount of lamivudine
evels is o was removed via (4-hour) hemodialysis, continuous ambulatory peritoneal dialysis, and automated peritoneal
Musculoskeletal pain 12% dialysis, it is not known if continuous hemodialysis would provide clinical benefit in a lamivudine overdose
See CLINICAL PHARMACOLOGV for additional drug interactions. p\ﬂrxﬁ‘rg‘lilya gaﬁ’ event.
o
C and of Fertility: — - - — - Zi ine: Acute overdoses of zidovudine have been reported in pediatric patients and adults.These involved
Carcinogenicity: Pancreatitis was observed in 9 of the 2,613 adult patients (0.3%) who received lamivudine tablet in exposures up to 50 grams. The only consistent findings were nausea and vomiting. Other reported occurrences
. controlled clinical trials. included headache, dizziness, drowsiness, lethargy, confusion, and 1 report of a grand mal seizure. Hematologic
Lamivudine: Long-term studies with in mice and rats showed no evidence Selected laboratory abnormalities observed during therapy are listed in Table 9. changes were transient. All patients recovered. Hemodialysis and peritoneal dialysis appear to have a negligible

of carcinogenic potential at exposures up to 10 times (mice) and 58 times (rats) those observed in humans
at the recommended therapeutic dose for HIV-1 infection.

i ine: Zi was orally at 3 dosage levels to separate groups of mice and rats
(60 females and 60 males in each group). Initial single daily doses were 30, 60, and 120 mg/kg/day in mice
and 80, 220, and 600 mg/kg/day in rats. The doses in mice were reduced to 20, 30, and 40 mg/kg/day after
day 90 because of treatment-related anemia, whereas in rats only the high dose was reduced to 450 mg/kg/day
on day 91 and then to 300 mg/kg/day on day 279.

In mice, 7 late-appearing (after 19 months) vaginal (5 ing cell
carcinomas, 1 squamous cell papilloma, and 1 squamous polyp) occurred in animals given the highest dose.
One late-appearing squamous cell papilloma occurred in the vagina of a middle-dose animal. No vaginal
tumors were found at the lowest dose.

In rats, 2 late-appearing (after 20 months), aginal occurred
in animals given the highest dose. No vaginal tumors occurred at the low or mlddle dose in rats. No other
drug-related tumors were observed in either sex of either species.

At doses that produced tumors in mice and rats, the estimated drug exposure (as measured by AUC)
was approximately 3 times (mouse) and 24 times (rat) the estimated human exposure at the recommended
therapeutic dose of 100 mg every 4 hours.

It is not known how predictive the results of rodent carcinogenicity studies may be for humans.

ine: Long-term carcil icity studies in mice and rats were carried out with nevnaprne Mice
were dosed with 0, 50, 375 or 750 mg/kg, for two years. | and were
increased at all doses in males and at the two high doses in females. In studies in which rals were administered
nevirapine at doses of 0, 3.5, 17.5 or 35 mg/kg/day for two years, an increase in hepatocellular adenomas
was seen in males at all doses and in females at the high dose. The systemic exposure (based on AUCs) at
all doses in the two animal studies were lower than that measured in humans at the 200 mg bid dose. The
mechanism of the carcinogenic potential is unknown. However, in genetic toxicology assays, nevirapine
showed no evidence of mutagenic or clastogenic activity in a battery of in vitro and in vivo studies. These
included microbial assays for gene mutation (Ames: Salmonella strains and E. coli), mammalian cell gene
mutation assay (CHO/HGPRT), cytogenetic assays using a Chinese hamster ovary cell line and a mouse bone
marrow micronucleus assay following oral administration. Given the lack of genotoxic activity of nevirapine,
the relevance to humans of neoplasms in nevirapine treated mice and rats, is not known. In

recommended. There is no information regarding the effect on lamivudine pharmacokinetics of higher doses
of TMP/SMX such as those used to treat PCP.

i ion of , interferon alfa, ribavirin and other bone marrow suppressive

or cytotoxic agents may increase the hematologrc toxicity of zidovudine.
Cc i use of L with stavudine should be avoided since an antagonistic
relationship with zidovudine has been demonstrated in vitro. In addition, concomitant use of

y studies, evidence of impaired fertility was seen in female rats at doses providing
systemlc exposure, based on AUC, approximately equivalent to that provided with the recommended clinical
dose of nevirapine.

Animal studies have shown that nevirapine is widely distributed to nearly all tissues and readily crosses the
blood-brain barrier.

Lamivudine: L ic in an L5178Y/TK*" mouse lymphoma assay
ic in a cytogenetic assay using cuhured human lymphocytes.

and

Lamivudine/Zidovudine with doxorubicin or ribavirin should be avoided because an r
with zidovudine has been demonstrated in vitro.

Nevirapine: Nevirapine is principally metabolized by the liver via the cytochrome P450 isoenzymes, 3A
and 2B6. Nevirapine is known to be an inducer of these enzymes. As a result, drugs that are metabolized

Lamivudine was negative in a microbial mutagenicity assay, in an in viro cell transformation assay, in arat
DNA

Table 9. Frequencies of Selected Laboratory Abnormalities Among Adults in 4 Controlled Clinical Trials
of lamivudine tablet 300 mg/day plus zidovudine tablet 600 mg/day*

Test Lamivudine plus
(Abnormal Level) Zidovudine
% (n)
Neutropenia (ANC<750/mm3) 7.2% (237)
Anemia (Hgb<8.0 g/dL) 2.9% (241)
Thrombocytopenia (platelets<50,000/mm3) 0.4% (240)
ALT (5.0 x ULN) 3.7% (241)

AST (5.0 x ULN)
Bilirubin (>2.5 x ULN)
Amylase (>2.0 x ULN)

ULN = Upper limit of normal.
ANC = Absolute neutrophil count.
n = Number of patients assessed.
* Frequencies of these laboratory abnormalities were higher in patients with mild laboratory abnormalities
at baseline.
Observed During Clinical Practice: In addition to adverse reactions reponed from clinical trials, the following
reactions have been identified during post-approval use of and/or
Because they are reported voluntarily from a population of unknown size, estimates of frequency cannot be
made. These events have been chosen for inclusion due to a on of their seriousne:
of reporting, or potential causal connection to lamivudine, zidovudine, and/or lamivudine/zidovudine.
Body as a Whole: Redistribution/accumulation of body fat (see PRECAUTIONS: Fat Redistribution).
Cardiovascular: Cardiomyopathy.
Endocrine and ic: G

Oral mucosal pil
General: Vasculitis, weakness.

Hemic and Lymphatic: Anemia, (including pure red cell aplasia and severe anemias progressing on therapy),
lymphadenopathy, splenomegaly.

Hepatic and Pancreatic: Lactic acidosis and hepatic steatosis, pancreatitis, posttreatment exacerbation of
hepatitis B (see WARNINGS).

Hypersensitivity: Sensitization reactions (including anaphylaxis), urticaria.

1.7% (241)
0.8% (241)
4.2% (72)

ypergly

micronucleus test, in a rat bone marrow cytogenetic assay, and in an assay for
in rat liver.

was ic in an L5178Y/TK*" mouse lymphoma assay, positive in an in

by these enzyme systems may have lower than expected plasma levels when with

The specific pharmacokinetic changes that occur with co-administration of nevirapine and other drugs are
listed in CLINICAL PHARMACOLOGY, Table 3. Clinical comments about possible dosage modifications based
on these pharmacokinetic changes are listed in Table 6. The data in Tables 3 and 6 are based on the results

vitro cell transformation assay, clastogenic in a cytogenetic assay using cultured human lymphocytes, and
positive in mouse and rat micronucleus tests after repeated doses. It was negative in a cytogenetic study
in rats given a single dose.

of drug interaction studies conducted in HIV-1 seropositive subjects unless otherwise i

of Fertility: L In a study of reproductive performance, lamivudine, administered
to male and female rats at doses up to 130 times the usual adult dose based on body surface area

In addition to established drug interactions, there may be potential phar between
nevirapine and other drug classes that are metabolized by the cytochrome P450 system. These potential
drug interactions are listed in Table 7. Although specific drug interaction studies in HIV-1 seropositive
subjects have not been conducted for the classes of drugs listed in Table 7, additional clinical monitoring
may be warranted when co-administering these drugs.

The in vitro interaction between nevirapine and the antithrombotic agent warfarin is complex. As a result,
when giving these drugs concomitantly, plasma warfarin levels may change with the potential for increases
in coagulation time. When warfarin is co: i with ion levels should be
monitored frequently.

ing less than 30 kg. Tablets

or Rifadin

The usual dose of the Lamivudine/Zidovudine Tablets (both the
medications are present in one single tablet) for adult and adolescents
is one tablet taken twice a day. The usual dose of the co-packaged
nevirapine tablets for adults is one tablet daily for the first 14 days

followed by one tablet twice daily thereafter. Starting with one
follow the once daily dose of nevirapine tablets for the first 14 days.

Follow your doctor's instructions.
Do not let your Lamivudine/Zidovudine Tablets Co-packaged with

Nevirapine Tablets run out.

drugs. If you need to stop taking one of the medicines you are taking
for HIV, you should stop all of them until you can talk to your doctor.
Your doctor may want you to have blood tests or other medical
evaluations during treatment with this medication to monitor progress

and side effects.
Store these medications at room temperature away from moisture

and heat.
Can | take other medicines with Lamivudine/Zidovudine Tablets Co-

Treatment of HIV/AIDS almost always requires the use of all the three
ackaged with Nevirapine Tablets?

If you stop taking nevirapine tablets for more than 7 days, ask your

Lamivudine/Zidovudine Tablets Co-packaged with Nevirapine Tablets
doctor before you start taking them again.

rash, which could be serious. Therefore, it is important to strictly
are not recommended in children wei

Nevirapine Tablet a day for the first 14 days lowers the chance of

These medications are taken with or without food.
should be taken twice daily with or without food.

Take each dose with a full glass of water.

(rifampin) with nevirapine.

medicines, including vitamins, minerals, and herbal products, during
Do not take Nizoral®

treatment.

decreased effectiveness and/or side effects. Talk to your doctor and
pharmacist before taking any other prescription or over-the-counter

Other medications may interact with these medications resulting in

.
.
.
.

may

monitoring.
ing St. John's

@
=3
<
o
S

=}

(rifabuti

or
not be right for you, or you may need ca

Tell your doctor if you take Biaxin@ clarilhrorn

(!

, revealed no evidence of impaired fertility (judged by conception rates) and no effect on the
survival, growth and development to weaning of the offspring.

istered to male and female rats at doses up to 7 times the usual adult
dose based on body surface area considerations, had no effect on fertility judged by conception rates.

Pregnancy: Pregnancy Category C.
Lamivudine and zidovudine are classified under category C. Nevirapine is classified under category B.
Tablets Co with Ne Tablets: There are no aﬁiequate and

Muscle CPK elevation, rhabdomyol
Nervous: Paresthesia, peripheral neuropathy, seizures.
Respiratory: Abnormal breath sounds/wheezing.
Skin: Alopecia, erythema multiforme, Stevens-Johnson syndrome.

effect on the removal of zidovudine, while elimination of its primary metabolite, GZDV, is enhanced.

Nevirapine: There is no known antidote for nevirapine overdosage. Cases of nevirapine overdose at doses

ranging from 800 to 1800 mg per day for up to 15 days have been reported. Patients have experienced

events including edema, erythema nodosum, fatigue, fever, headache, insomnia, nausea, pulmonary infiltrates,

rash, vertigo, vomiting and weight decrease. All events subsided following discontinuation of nevirapine.

DOSAGE AND ADMINISTRATION

Adults and Adolescents Weighing >30 kg

Lead-in Period (Initial 14 days of dosing):

A 14 day lead-in period with nevirapine 200 mg daily dosing has been to reduce the frequency

of rash. Therefore, the following regimen is recommended for the initial 14 days of dosing:

One Lamlvudlne/Zlduvudme Tablet with one Tablet (¢ ining 150 mg of , 300 m
and 200 mg of pine) taken once per day followed by a daily oral dose of lamivudine 150

mg and zidovudine 300 mg 12 hours later.

Adults and Adolescents Weighing >30 kg

Maintenance:

If the initial 14 days of dosing is tolerated without any i of rash, the r

oral dose is one Lamivudine/Zidovudine Tablet with one Nevirapine Tablet taken twice daily.

A patient experiencing mild to moderate rash without constitutional symptoms during the 14-day lead-in

period of nevirapine 200 mg/day should not have their nevirapine dose increased until the rash has resolved.

The total duration of the once daily lead-in dosing period should not exceed 28 days at which point an

alternative regimen should be sought.

Lamivudine/Zidovudine Tablets C

food.

Pediatrics

Lamivudine/Zidovudine Tablets Co-packaged with Nevirapine Tablets should not be administered to pediatric

patients weighing less than 30 kg because this co-packaged product cannot be adjusted for this patient

population.

with N pine Tablets can be with or without

Geriatrics

Although no specific dosage alterations are recommended, caution should be exercised when
Tablets Co: with N pine Tablets are ed to geriatric patients

(>65 years of age).

Impaired Renal Function

Lamivudine/Zidovudine Tablets Co-Packaged with Nevirapine Tablets are not recommended for patients
with impaired renal function (creatinine clearance <50 mL/min) or for patients on hemodialysis.

Impaired Hepatic Function

Lamivudine/Zidovudine Tablets Co-Packaged with Nevirapi
impaired hepatic function.

of Patients

Tablets are not r

for patients with

Nevirapine (Adults): The most serious adverse reactions d with are hepatitis/hepati
failure, Stevens-Johnson syndrome, toxic epidermal neoro\ysrs and hypersensitivity reactions. Hepatitis/hepatic
failure may be isolated or iated with signs of hyper which may include severe rash or rash
accompanied by fever, general malaise, fatigue, muscle or joint aches, blisters, oral lesions, conjunctivitis,
facial edema, eosinnphilia‘ granulocytopenia, ly , or renal d i (see WARNINGS).

Skin Reaction: The most common clinical toxicity of nevirapine is rash, which can be severe or life-threatening
(see WARNINGS). Rash occurs most frequently within the first 6 weeks of therapy. Rashes are usually mild

eryl eruptions, with or without pruritus, located on the
trunk face and extremities. In controlled clinical trials (Trlals 1037, 1038, 1046, and 1090), Grade 1 and 2
rashes were reported in 13.3% of patients receiving nevirapine compared t05.8% receiving placebo during
the first 6 weeks of therapy. Grade 3 and 4 rashes were reported in 1.5% of nevirapine recipients compared
to 0.1% of subjects receiving placebo. Women tend to be at higher risk for development of nevirapine

L
well-controlled studies in pregnant women. L. dine Tablets C

. Contact your

and tiredness; shortness

or blood. These

eakne:

, alone or in

stomach
of breath; weakness in the arms and legs; yellowing of the skin or

vudine Tablets with Nevirapine Tablets?" at the beginning
sis and liver problems, including fatal cases, have been

and
doctor immediately if you experience nausea, vomiting, or unusual

If you take birth control pills, you should not rely on them to prevent

pregnancy.
They may not work if you take nevirapine. Talk with your doctor about

other types of birth control that you can use.
cells have occurred with the use of zidovudine. Contact your doctor

wort, which can reduce the amount of nevirapine in your body.
Serious blood problems including low levels of red and/or white blood
immediately if you develop unusual fatigue, pale skin, sore throat,
fever, or chills which may be signs of blood problems.
repurted with the use of reverse transcriptase inhibitors, such as

Lactic aci

Itis recommended that you not take products cont:

What should | avoid while taking Lamivudine/Zidovudine Tablets Co-
or

ackaged with Nevirapine Tablets?

on them, like toothbrushes, razor blades, and needles. Always practice
safe sex by using a latex or polyurethane condom to lower the chance of
The Centers for Disease Control and Prevention advises mothers with HIV
not to breast feed so they will not pass HIV to the infant through their

milk. Ask your doctor about the best way to feed your infant.
What are the possible side effects of Lamivudine/Zidovudine Tablets

with Nevirapine Tablets?

Avoid alcohol. Alcohol may increase the risk of damage to the pancreas

do not cure HIV or AIDS and you can still transmit the virus to others
and/or liver.

as unprotected sex and personal items that can have blood or body fluids
during therapy with this medication.

Follow your doctor’s instructions with respect to high-risk activities such

Lamivudine/Zidovudine Tablets can cause

sexual contact with semen, vaginal

eyes; or pain in the upper stomach area. These may be early symptoms

of lactic acidosis or liver problems.

rash.

tablets. The changes
and seek emergency

lude nausea, fati

and

like I
may include increased amount of fat in the upper back and neck

or face; or hives);

of

(“buffalo hump”), breast, and around the trunk. Loss of fat from the
legs, arms, and face may also happen. The cause and long-term
health effects of these conditions are not known at this time.

If you experience any of the following serious side effects, stop taking
an allergic reaction (difficulty breathing; closing of the throat; swelling

of the lips, tongue,

Serious liver damage and skin reactions that can cause death. Any
patient can experience such side effects, but some patients are more
at risk than others. (See "What is the most important information |
should know about lamivudine/ zidovudine tablets co-packaged wi
nevirapine tablets?" at the beginning of this Medication Guid

Other common side effects of nevirapine i
fever, headache, vomiting, diarrhea, abdominal pain, and myalgia.

peripheral neuropathy (nerve damage), which may cause numbness,

tingling, or pain.
Other, less serious side effects may be more likely to occur.

Changes in body fat: These changes have happened in patients taking

mild nausea, vomiting, diarrhea, or decreased appetite;

a headache;
dizziness;

muscle pain or weakness; or

depression/anxiety

myalgia

fever

insomnia
Side effects other than those listed here may also occur. Talk to your

doctor about any side effect that seems unusual or that is especially

medical attention or notify your doctor immediately:
bothersome.

Nevirapine Tablets can cause

this
.
.
.
.

This list of side effects is not complete. Ask your doctor or pharmacist

for more information.

Intensive clinical and laboratory monitoring, including liver function tests, is essential at baseline and during
the first 18 weeks of treatment with nevirapine. The optimal frequency of monitoring during this period has
not been i Some experts clinical and laboratory monitoring more often than once
per month, and in particular, would include monitoring of liver function tests at baseline, prior to dose
escalation, and at two weeks post dose escalation. After the initial 18 week period, frequent clinical and
laboratory monitoring should continue throughout nevirapine treatment (see WARNINGS). In some cases,
hepatic injury has progressed despite discontinuation of treatment.

Lamivudine/Zidovudine Tablets Co-Packaged with Nevirapine Tablets should be discontinued if patients
experience severe rash or a rash accompanied by constitutional findings. Patients experiencing rash during
the 14-day lead-in period of 200 mg/day should not have their nevirapine dose increased until the rash has
resolved (see WARNINGS). Lamivudine/Zidovudine Tablets Co-Packaged with Nevirapine Tablets can cause

Tablets. If
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idovudine should be used during pregnancy only if Table 10: F of Patients with or Severe Drug Related Events in Adult Placebo After 14 days, maintenance dosing with Lamivudine/Zidovudine Tablets Co-Packaged with Nevirapine Tablets
rolled Trials twice daily may be resumed.
Trial 1090’ Trials 1037,1038, 10462 HOW SUPPLIED
Nevirapine Placebo Nevirapine Placebo Lamivudine/lidovudine Tablets, 150 mg/300 mg Co-packaged with Nevirapine Tablets, 200 mg.
(n=1121) (n=1128) (n=253) (n=203) L ine Tablets 150 mg/300 mg are white, film coated, capsule shaped tablets debossed
Median exposure (weeks) 58 52 28 28 with ‘H” on one side and ‘2’ on other side.
Any adverse event 14.5% 1.1% 31.6% 13.3% pine Tablets, 200 mg are Off-white to pale yellow colored, capsule shaped, biconvex tablets debossed
Rash 51 18 6.7 15 with *H’ on one side and ‘7" on other side with break line on both sides.
Nausea 05 11 8.7 39 Lamivudine/Zidovudine Tablets 150 mg/300 mg Co-packaged with Nevirapine Tablets, 200 mg are supplied
- in Blisters of 6x10s Blister (PVC/Alu) (NDC 65977-5041-0) and 6x10s Blister (PVC/PVdC) (NDC 65977~
Granulocytopenia 1.8 2.8 0.4 0 5041 .1)
Headache 07 04 36 0.5 Tablets 150 mg/300 mg Co-packaged with Nevirapine Tablets, 200 mg should
Fatigue 0.2 0.3 47 39 he stored at 25°C (77°F); excursions permitted to 15° to 30°C (59° to 86°F) [see USP Controlled Room
Diarrhea 02 08 20 05 Tomperaturel.
i 0.1 0.4 20 0 Manufactured by:
d area T e 0 . = ) HETERO DRUGS LIMITED
- - 22-110, 1.D.A., Jeedimetla, 2006761-00
or less. Two rodent Hyderabad-500055, India. Rev.01



